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The relationship of tuberculosis and pregnancy has 
long been a controversial subject. Hedvall’ in his 
monograph in 1953 reviewed the extensive medical 
literature. In essence, prior to 1850 general medical 
opinion held that pregnancy had a favorable effect 
on tuberculosis. Then a complete reversal occurred, 
and for the next 74 years most articles indicated that 
pregnancy had a deleterious effect on tuberculosis. 
Therapeutic abortion was frequently advised. How- 
ever, beginning about 1924 and gaining increasingly 
stronger support was the intermediate concept that 
the pregnancy itself exerted neither a favorable nor 
an unfavorable effect on tuberculosis. 

Hedvall’s study in Sweden of 329 pregnancies in 
250 patients supported this intermediate concept. He 
concluded that any deterioration of tuberculosis dur- 
ing pregnancy was caused rather by the tendency of 
the tuberculous process to progress, this being deter- 
mined by the natural resistance, the extent and nature 
of the changes, the treatment, and the socioeconomic 

background. Schaefer and co-workers,* in a more 
“recent paper, reported on 100 consecutive therapeutic 

abortions at the New York Hospital and concluded 
that abortion did not improve the end-result in tuber- 
culous patients—indeed, that tuberculosis is rarely an 
indication for abortion. Raeburn and Clancy, ”® in re- 
porting on 41 tuberculous mothers confined to the 
hospital during their pregnancies, found that none 
had any unfavorable fluctuation of disease. 

Unfortunately, almost all of the articles dealing 
with this subject have appeared in the foreign litera- 
ture or in specialty journals of tuberculosis and ob- 
stetrics in the United States. Yet the problem may 
be faced by any physician in practice today. More- 
over, it is the family doctor who is most often asked 
to dispel fear of pregnancy in tuberculous patients 
and is asked if pregnancy should be terminated. There 
is still much doubt in the minds of many practicing 
physicians as to what advice to give to these mothers 
with active or inactive tuberculosis as to the desir- 


© The course of reinfection pulmonary tuberculosis 
was observed in 152 patients who underwent 241 
pregnancies in a 30-year period. The study was 
limited to patients in whom the disease was diag- 
nosed before pregnancy occurred and who were 
followed throughout pregnancy and for at least one 
year postpartum. Only 23 patients grew worse dur- 
ing the pregnancy and first postpartum year, and 
20 of these either had inadequate treatment or 
refused treatment altogether. Improvement during 
pregnancy was seen in 19 patients. 

Of 19 other patients in whom therapeutic abortion 
was done, 4 became worse during the ensuing year. 
No evidence of benefit from this procedure was 
obtained. 

The occurrence of pregnancy in a patient with 
pulmonary tuberculosis should therefore not be con- 
sidered a complication. No waiting period is neces- 
sary before pregnancy in the inactive case. In the 
active case, pregnancy is not recommended, but 
if it occurs therapeutic abortion is not indicated. 


ability of pregnancy during or after an active process. 
It is, therefore, the purpose of this study to report 30 
years of experience at a large city tuberculosis clinic 
in handling cases of pregnancy in tuberculous mothers. 


Material 


The present study consists of those patients who 
had pregnancies while under care for tuberculosis 
at the Henry Phipps Institute over a 30-year period, 
1925-1954. Only those patients with reinfection pul- 
monary tuberculosis diagnosed prior to pregnancy 
and who were followed for the entire pregnancy and 
at least one year post partum were included. In all, 
152 patients who had 241 pregnancies met the above 
criteria. Seventy-six patients comprising 109 preg- 
nancies were white, and 76 patients with 132 preg- 
nancies were Negro. The ages of the mothers ranged 


From the Henry 
West Palm Beach, Fla. 


Phipps Institute, University of Pennsylvania, Dr. Rosenbach is now Assistant Health Officer, Palm Beach County Health Department, 


1035 


4 
\ 


1086 §TUBERCULOSIS—RCSENBACH AND GANGEMI 


from 15 to 43. Also reported are the results of 19 
therapeutic abortions that were performed during this 
30-year period 


Description of Area of Survey 


Before reporting the results, it is worthwhile to 
examine the area and the population from which the 
study is taken. The Henry Phipps Institute super- 
vises Health District no. 1 of the city, which compris- 
es central and south Philadelphia. This area includes 
the main downtown business and hotel section plus 
some of the worst slum neighborhoods of the city. 
It is in this latter area that most of the patients in- 
cluded in this study reside. The present district en- 
compasses a population of 130,000 persons, of whom 
39% are Negro. In 1953-1954 the newly reported 
active case rate was the highest in the city, at 201.4 
cases per 100,000 population as compared to 79.8 
cases per 100,000 for the city as a whole. Approxi- 
mately 4,000 patients have been seen yearly in the 
clinic since 1940, with the ratio of Negro to white 
patients increasing from two to one in 1940 to almost 


Status of Tuberculosis During Pregnancy and One Year Post 
Partum in 152 Patients with 241 Pregnancies 


Moderately Far 
Minimal Advanced Advanced 
No. of pregnancies.............. 101 109 31 
Onset of progression 
During pregnancy ...... ..... 1 5 4 
ist 6 mo, post partum....... 1 3 4 
2nd 6 mo. post partum....... 2 3 0 
4(4%) 11(10%) 8(26%) 
Onset of retrogression 
During pregnancy ........... 1 4 2 
Ist 6 mo. post partuin....... 3 4 1 
2nd 6 mo. post partum....... 1 2 1 
5(5%) 10(9%) 4(13%) 


four to one in 1953. In summary, the patients in this 
study live in a highly overcrowded slum area in which 
the tuberculosis mortality and morbidity rates are 
the highest for the city. 


Results 


As can be seen in the table, the pregnancies oc- 
curred in 101 cases of minimal tuberculosis, 109 mod- 
erately advanced, and 31 far advanced. There was 
no progression of disease in any of the cases that were 
classified as clinically and roentgenographically in- 
active. Two patients with far-advanced tuberculosis 
coded as inactive showed slight improvement on 
x-ray films, one during pregnancy and the other during 
the second six postpartum months. Neither showed 
any clinical change. All other cases of fluctuation, 
either progression or retrogression, occurred in active 
cases. Of the 101 minimal cases, 33 were classified 
as active and 71 as inactive. The 109 moderately ad- 
vanced cases were active in 55 and inactive in 54, 
and of the 31 far-advanced cases 17 were active and 
14 inactive. 

Minimal Cases.—-Among the 101 minimal cases, 
four patients (4%) showed progression and five (5%) 
retrogression, all of whom followed medical advice. 
All of these patients were considered to have poten- 
tially dangerous lesions and were advised to rest and 
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have frequent checkups during their pregnancies. 
Only one of the pregnancies occurred (1951) when 
antimicrobial agents were available, although none 
were given. This patient, who also had tuberculous 
cervical adenitis, showed slight progression at the 
6th month of pregnancy and then some retrogression 
10 months after delivery. She had an uneventful preg- 
nancy in 1953, and, as of October, 1955, her disease 
was considered inactive and stationary. The second 
patient showed progression five months after delivery, 
and continued to show progression for the next six 
months while awaiting a sanatorium bed. During a 
preceding and a subsequent pregnancy, the patient 
was hospitalized and showed no fluctuation of disease. 

The final two patients both developed pleurisy with 
effusion, one in the 10th and the other in the 11th 
postpartum month. The latter patient developed 
another pleural effusion four years later, at which time 
she was not pregnant. Of the five retrogressive cases, 
one has been previously mentioned, i.e., the first 
described case of progression that later showed im- 
provement. The other four showed slight roentgeno- 
graphic clearing of disease, one during pregnancy and 
three during the first six postpartum months. There 
was no particular clinical change accompanying the 
x-ray improvement. 

Moderately Advanced.—Of the 109 moderately ad- 
vanced cases, 11 patients (10%) showed progression 
of disease and 10 patients (9%) showed retrogression. 
All 10 of the patients who improved followed medical 
advice, while 9 of the 11 patients with progressive 
cases refused to follow medical advice. This advice 
varied according to the year in which the pregnancy 
occurred and consisted of bed rest, hospitalization, 
pneumotherapy, or antimicrobial treatment. Of the 
two patients with progressive cases who followed 
medical advice, one showed progression of disease at 
the sixth month of pregnancy while under therapy 
with pneumothorax and the second showed progres- 
sion at the fifth postpartum month while on a rest 
regimen. Both patients were hospitalized and retro- . 


gression then occurred. The former patient had two 4 


subsequent pregnancies without event, and 15 years 
later had inactive stationary disease. The latter had 
no further pregnancies, and her disease was stationary 
five years later. 

Three patients completely refused all medical ad- 
vice, and their disease progressed during pregnancy 
and the subsequent year. Two of the patients died 
within three years, and the third was finally hospital- 
ized two years after the pregnancy. Three other pa- 
tients also disregarded medical advice and showed 
unfavorable fluctuation of disease. However, all of 
them later did accept treatment, one during the second 
six postpartum months and the other two after further 
progression occurred during subsequent pregnancies. 
All improved and had stationary disease at their most 
recent examinations. Two patients were hospitalized 
during their pregnancies, one receiving pneumothorax, 
and showed no fluctuation of disease. However, after 
discharge both patients rejected further medical care 
and in both the disease progressed during the second 
six postpartum months. They continually refused 
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medical advice, one dying five years later and the sec- 
ond finally being hospitalized eight years later with 
far-advanced progressive disease. 

Of the 10 retrogressive cases, 4 have already been 
described as showing improvement after preceding 
progression. Four other patients were hospitalized 
during their pregnancies, three on streptomycin and 
aminosalicylic acid and one on rest therapy. All 
showed improvement during their pregnancies and 
first six postpartum months and no change in the sec- 
ond six months. The final two patients showed some 
retrogression of disease during the first postpartum 
vear while on a strict rest regimen. 

Far Advanced.—In the far-advanced group of 31 
cases, there were eight instances of progression (26%) 
and four of retrogression (13%). All but one of the 
patients with progressive cases refused medical ad- 
vice, while all instances of retrogression occurred 
while patients were under proper medical manage- 
ment. One patient had very extensive disease that 
progressed in spite of hospitalization (no antimicrobial 
drugs available at the time). She died in April, 1944, 
10 months post partum. Five patients completely re- 
jected all medical advice and had serious progression 
of disease, three beginning during pregnancy and two 
in the early postpartum period. Four of these patients 
subsequently died (one, one and one-half, two, and 
seven years post partum), and one moved from the 
area and was not available for follow-up. 

One patient refused hospitalization during her preg- 
nancy but did receive pneumothorax on an outpatient 
basis with some retrogression of disease. However, 
following delivery she rejected all medical advice and 
progression occurred. The final patient refused med- 
ical advice during pregnancy with consequent progres- 
sion of her disease. However, post partum she was 
hospitalized and treated with streptomycin and ami- 
nosalicylic acid with marked retrogression. 

All of the four instances of retrogression have al- 
ready been described and include the preceding two 
patients and the two cases of inactive disease men- 
“tioned in the first paragraph of the section labeled 
Results. 

Therapeutic Abortion.—There were 19 cases of 
therapeutic abortion performed during this 30-year 
period, with four patients (21%) having progression of 
disease during the subsequent year. The abortions 
were performed in one minimal, nine moderately ad- 
vanced, and nine far-advanced cases. Progression oc- 
curred in one patient with moderately advanced and 
in three with far-advanced disease, none of whom 
followed medical advice during the year following 
therapeutic abortion. 

By comparison, 11 patients were advised to undergo 
therapeutic abortion but did not have it performed. 
Nine refused and two were found to be beyond the 
first trimester of pregnancy. Three of these cases 
(27%), two moderately advanced and one far-ad- 
vanced, showed progression. All patients rejected 
medical advice. One patient with far-advanced active 
disease refused therapeutic abortion but agreed to 
hospitalization during her pregnancy and postpartum 
period. Her disease remained stationary. Although 
the numbers are small, these figures indicate no med- 
ical benefit from therapeutic abortion. 
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Comment 


Of the 241 pregnancies in cases of reinfection pul- 
monary tuberculosis that were followed at the Henry 
Phipps Institute from 1925 to 1954, only 23 cases 
showed progression of disease and 19 cases retrogres- 
sion. Thus, there was no change or improvement in 
90.5% and unfavorable fluctuation in only 9.5%. As 
would be expected, progression occurred more fre- 
quently in the more advanced cases: 26% (8 cases) in 
the far-advanced group, 10% (11 cases) among the 
moderately advanced, and 4% (4 cases) in the minimal 
group. 

A more detailed analysis of these progressive cases 
reveals some significant information. Of the 19 cases 
in patients with advanced disease, 16 completely re- 
fused to follow all medical advice. This advice con- 
sisted of bed rest, hospitalization, pneumotherapy, or 
antimicrobial treatment, depending upon the year in 
which the pregnancy occurred. Thus only three pa- 
tients of the entire group of moderately and far- 
advanced tuberculosis cases showed progression while 
under adequate medical treatment. 

In marked contrast, of the 14 instances of retrogres- 
sion among advanced disease cases, all 14 patients 
followed medical advice. Ten patients were hospital- 
ized and, of those, four received antimicrobial therapy 
and two pneumothorax. In all, 10 patients received 
antimicrobial therapy during the pregnancy and/or 
postpartum period. Seven patients showed retrogres- 
sion and three no change. There were no cases of 
progression in patients on antimicrobial therapy. Thus, 
it can be readily seen by these results that progression 
of tuberculosis during pregnancy even in advanced 
cases is infrequent if proper medical care is followed. 
Among the minimal cases, only a small percentage 
showed any fluctuation: 4% (4 cases) showed progres- 
sion and 5% (5 cases) showed retrogression. All pa- 
tients were on a modified rest regimen with frequent 
clinic checkups. In only one was progression marked, 
and this occurred because of a six-month wait for a 
sanatorium bed. 

In conclusion, there was no reactivation of disease 
during pregnancy in any inactive case of pulmonary 
tuberculosis. Of the active advanced cases, only three 
patients showed progression under adequate medical 
treatment. In the minimal group, four patients (all 
but one treated in the preantimicrobial era) showed 
progression while under what would be considered 
inadequate management by present-day standards. 
Therefore, in this series, the major present-day opinion 
that progression of tuberculosis during pregnancy is a 
factor not of the pregnancy per se but of the tendency 
of the tuberculosis itself to progress is borne out. 
Moreover, with adequate present-day methods of 
treatment of tuberculosis plus good obstetric care, 
pregnancy should rarely be accompanied by any un- 
favorable progression of disease. As for therapeutic 
abortion, which was performed in 19 cases, four pa- 
tients (21%) showed progression during the following 
year. All four had refused medical treatment after 
the abortion. Thus, no benefit can be shown for thera- 
peutic abortion in the experience of this clinic. 

Too often one hears chest physicians, well trained 
in tuberculosis treatment, recommend therapeutic abor- 
tion during the first trimester of pregnancy in active 
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cases or advise in inactive cases a two to five year 
waiting period before pregnancy. The figures in this 
series indicate that neither of the recommendations is 
based on fact. Certainly, pregnancy would not be 
recommended in the active case, but, should it occur, 
therapeutic abortion is not indicated. Moreover, with 
proper medical treatment and obstetric care, there 
should be no deleterious effect from the pregnancy 
on the tuberculous process. Furthermore, in the clin- 
ically and roent aphically inactive case, the data 
show that no waiting period is indicated before preg- 
nancy. 


Summary 


Of 241 pregnancies among 152 patients with rein- 
fection pulmonary tuberculosis at the Henry Phipps 
Institute during the years 1925-1954, only 23 patients 
(9.5%) had unfavorable progression of disease during 
the pregnancy and first postpartum year. Of these 23, 
only 3 had adequate medical treatment. Of the other 
20, 16 refused all medical advise and 4 had inadequate 
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care by present-day standards. Ninteen patients (8%) 
had retrogressive disease during this period, and all 
were under good medical therapy. Thus, only 1.25% 
of the patients with good tuberculosis management 
had progression of disease. Of 19 cases of therapeutic 
abortion reported, 4 (21%) showed progression during 
the subsequent year. In comparison with the figures 
for full-term pregnancies and for patients refusing 
therapeutic abortion, no benefit can be shown for this 
procedure in these cases. Therefore, with adequate 
and proper present-day management of tuberculosis, 
pregnancy should not be considered as a complication 
nor should it be looked upon with concern as a cause 
of progression of the disease. 


419 Fifth St., West Palm Beach, Fla. (Dr. Rosenbach). 
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OCCUPATIONAL STRESS AND EMOTIONAL ILLNESS 


Jackson A. Smith, M.D., Omaha 


The frequency with which “overwork” is blamed for 
both mental and physical ills led to a survey of 91 
patients seen for psychiatric consultation over a four- 
year period. Stress caused by the individual's occu- 
pation was considered a precipitating factor in the 
emotional illness. In the profession (and even more 
among the laity) “overwork” is ranked next to trauma 
to the head as an infant as an etiological factor in 
mental illness; these ideas persist in spite of a lack of 
substantiating reports in the literature. Fifty-four of 
the patients in this series were referred for private 
consultation, and the remaining 37 were employees of 
one large industrial organization. Eighty-four of these 
patients (or 93%) had difficulties that were not directly 
related to the work itself but rather resulted from con- 
flicts with other employees, an illness in another em- 
ployee doing the same type of work, or a preexisting 
tension state that led to the patient's acquiring many 
undue obligations for himself. Nine patients had 
symptoms typical of conversion hysteria after a trau- 
matic injury while at work. In only seven patients 
could the emotional ills be directly attributed to the 
work itself. 

The majority of this group (49) had symptoms that 
resuited from disagreement with their immediate su- 
pervisor. Except for the wording, the complaints were 
the same whether the patient was one of the less im- 
portant vice-presidents of a national concern, a secre- 
tary in a large office, or a section hand doing manual 
labor for a railroad. Diagnostically, these patients 
would be described as having an anxiety reaction and 
showed certain similarities of response and behavior. 


Professor of Neurology and Psychiatry, University of Nebraska College 
of Medicine. 
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* The tendency to ascribe emotional and physical 
iliness to overwork led to a study of 91 patients in 
an attempt to identify the occupational factors in- 
volved. 

A variety of occupational situations was found to 
precipitate psychic and somatic symptoms. Eighty- 
four patients had difficulties traceable to interper- 
sonal relations, and in 49 instances the trouble was 
disagreement with the immediate supervisor. The re- 
sultant complaints were somatic in seven patients, 
and nine typical cases of conversion hysteria were 
found. But in no case did the disturbance result in 
actual physical disease. 


They disliked argument or any overt expression of 
anger or hostility; they were conscientious and acutely 
aware of their responsibilities in their job and to their 
families. They were inclined to persist in their work 
in spite of the unpleasantness rather than face the 
insecurity and change of routine that finding other em- 
ployment would entail. Their behavior was consistent, 
since they showed the same type of response in their 
home as at work, which not infrequently led to their 
being subjected to imposition. 

The history varied with the circumstance of the par- 
ticular job; usually the trouble began when a new 
supervisor at any level was hired who believed the 
most efficient method of obtaining production was to 
constantly demand and never praise. The technique 
would vary from the foreman who shouted at his men, 
was verbally abusive or sarcastic, and was inclined to 
ridicule to the less obvious but equally irritating gen- 
eral manager who checked every detail of every de- 
partment and found some item worthy of criticism. 
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This situation would prevail for months, and in a few 
instances for years, before the patient began to de- 
velop symptoms for which he sought help. In this 
group the complaints were always at first somatic, 
and it was only after repeated physical examination 
and laboratory tests that failed to reveal any reasons 
for the discomfort that psychiatric consultation was 
sought. It was of considerable interest that, in spite 
of the prolonged stress these patients were subjected 
to, none developed a physical illness that could be 
attributed to their chronically anxious state. In addi- 
tion to the somatic complaints, the patients were ap- 
prehensive, fearful, and constantly concerned about 
their mental status as well as their physical discomfort. 
In these cases it was not an increase in the work but 
a change in supervision that brought about the dif- 
ficulties. As these patients frequently stated, they 
were not the only ones in their group who were ad- 
versely affected by the supervision. The loss of effi- 
ciency, morale, and interest in the work that resulted 
from the conflict with the supervisor could not be 
measured but would seem an area of economic con- 
cern to the employer when measured over a period of 
years or months. In one department such supervision 
led to the transfer or resignation of half the technical 
personnel over a five-year period before the disturbing 
departmental manager was relieved. 


Interpersonal Conflict 


None of these patients with an anxiety reaction re- 
lated their symptoms to the interpersonal conflict in 
their work. They, like others who are anxious, were 
morbidly preoccupied with themselves and with those 
involuntary functions such as their heartbeat and res- 
piration, which ordinarily do not intrude upon aware- 
ness. Since they did not will the symptoms on them- 
selves, they were equally unable to voluntarily end 
them and therefore could neither accept the normal 
findings on physical examination nor the suggestion 
that they “stop worrying.” 

In this group the fatigue, irritability, and subjective 
_..weakness resulting from the anxiety were attributed 
_ to “overwork.” The paradoxical findings that the 
patient did not regain his energy and drive after rest, 
that he was just as fatigued (or more fatigued) in the 
morning before work than at the end of the day, and 
that he might be more comfortable on the days he 
worked than on the week end did not at first make the 
explanation of “overwork” as a cause of his symptoms 
unacceptable to the patient or his physician. Most of 
this anxious group had been given a vacation or given 
sick leave from their job before they were seen; those 
few who improved had suffered a recurrence of their 
symptoms after they returned to work. 


Illness in Another Employee 


Eighteen patients developed an anxiety reaction 
after a serious or mortal illness in another employee 
that they attributed in some degree to the victim’s oc- 
cupation. The most disturbing illness to this group 
was a fatal coronary thrombosis occurring in a person 
doing the same type of work. The suddenness, brevity, 
and severity of the illness in an apparently previously 
healthy person were particularly frightening to the 
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other employees, It was not necessary for the anxious 
patient to be employed in the same office with the 
person who died; he only had to be doing the same 
type of work and be in the same age group. 

The conversation among the other employees as to 
what caused the coronary thrombosis usually ended 
by implicating the victim’s work as a contributory, if 
not the most important, factor, and the patient who 
became anxious happened to be doing the same or a 
similar type of job. This fact might be pointed out to 
him in a facetious manner by the others, or, what was 
much more disturbing, the head of his department 
might suggest that he should look to his health be- 
cause he certainly did not want to lose any more of 
his personnel in a similar manner. It was not unusual 
for the patients in this group to experience an acute 
episode of anxiety, with cardiac palpitation, breath- 
lessness, and precordial discomfort, which they in- 
terpreted as a “heart attack.” They would be tem- 
porarily relieved by their physician’s reassurance 
after a physical examination, but, since they were ob- 
viously tense, they were frequently advised to “slow 
down a little,” which further implicated their work. 
They would usually decide to give up cigarettes and 
coffee whether they were advised to do so or not. 


Preexisting Tension State 


A third group, of eight patients, on superficial evalu- 
ation had so many responsibilities in their profession 
or occupation and such demands on their time that 
their conviction that the work was the cause of their 
tension seemed justified. However, when the history 
was taken, it became obvious that the tension pre- 
ceded the occupational stress; literally, it was not the 
excessive work that created the tension but rather the 
tension itself that was producing the external de- 
mands. 

There were several similarities in the histories of 
these eight patients. They had always had a great 
deal of energy and drive, they had never been able to 
follow what is generally accepted as a routine in their 
pattern of living, and all had assumed responsibility 
for themselves early in life (whether their family’s 
circumstances necessitated their doing so or not). 
They relied completely on themselves and never on 
other people, and they consequently had an abiding 
fear of illness and the possibility of becoming de- 
pendent. This tendency to trust only their own judg- 
ment accounted for a considerable portion of their 
obligations, since they were unable to delegate au- 
thority or responsibility comfortably. They depended 
on their occupational pressures to explain their un- 
comfortable state to themselves. 


Occupational Stress 


In seven of the, patients, emotional problems ap- 
parently were directly related to stress in their occu- 
pation. These seven were all employees of a large 
railroad and had been responsible for either the op- 
eration or the maintenance of steam locomotives for 
an average of 13 years immediately preceding their 
illness. When the railroad converted from steam to 
diesel power, these persons had great difficulty in de- 
veloping confidence in their ability to operate the new 
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equipment. They became indecisive, apprehensive, 
and fearful over their abilities, although they had been 
quite competent in everyones opinion except their 
own. Their complaints at the hospital were somatic, 
and it was only after no physical basis for their com- 
plaints could be discovered that they discussed their 
concern over the new responsibilities. They did not 
associate the problems in their occupation with the 
symptoms that brought them to the hospital. 


Conversion Hysteria 


Nine of the patients had the typical symptoms of 
conversion hysteria and attributed their disability 
solely to a traumatic injury suffered during their em- 
ployment. Those who had experienced a severe in- 
jury had functional loss limited to the involved area, 
whereas those with minimal or no demonstrable phys- 
ical injury frequently had diffuse and incapacitating 
complaints. On checking their medical records, a 
tendency for the complaint to change and become 
more anatomically correct with repeated questioning 
and examination was noted. For instance, an original 
complaint of weakness, occipital headache, and _ par- 
esthesias of the upper extremities had become a low 
back pain, made worse by “coughing, sneezing, and 
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lifting,” when the patient was seen three months later. 
The suggestibility of these patients must be con- 
tiniously considered in evaluating their status. Al- 
though the injury was the precipitating factor, the 
degree of functional disability was dependent on the 
personality of the patient injured. 

It was found worthwhile to obtain the patient's ex- 
planation of the cause of his disabling symptoms, since 
the symptoms fit the patient’s concept of his own 
anatomy and the discrepancies, inconsistencies, and 
obvious secondary gain from the illness are not ap- 
preciated by the patient, nor are they incompatible 
with his own explanation. 


Summary 


In a group of 91 patients, only 7 had an emotional 
illness that apparently resulted from occupational 
stress. In the remaining 84, either unwise supervision, 
a severe illness in another employee, a preexisting ten- 
sion state, or a traumatic injury in a susceptible per- 
son was the precipitating factor. In this group the 
presumption that stress from the work itself caused 
the emotional illness was unwarranted, and, although 
the tension state had persisted tor prolonged periods, 
no physical illness developed in these patients. 


602 S. 44th Ave. 


USE OF MEPROBAMATE (MILTOWN) IN CONVULSIVE AND RELATED DISORDERS 


Meyer A. Perlstein, M.D., Chicago 


Clinical reports to date on the new drug meproba- 
mate (Miltown) have dealt almost exclusively with its 
action in psychiatric patients suffering from anxiety 
and tension states.’ Reports on both the chemistry * 
and pharmacology * of the drug, however, suggested 
the possibility that meprobamate might also have 
value in the treatment of epilepsy and cerebral palsy. 


Pharmacology 


The parent compound of meprobamate is mephe- 
nesin, a muscle relaxant that also exhibits marked 
anticonvulsant action in animals* but not in patients 
with clinical epilepsy. In the search for compounds 
more potent as anticonvulsants than mephenesin, it 
was found that 2-substituted-1, 3-propanediols, though 
possessing a weaker muscle-relaxant action, are much 
more powerful anticonvulsants than mephenesin. ” 
Unfortunately, all these compounds have an exceed- 
ingly short duration of action. The most promising 
compound of this series, 2, 2-diethyl-1,3-propanediol 
(DEP or Prenderol) was found to be of value in treat- 
ment of petit mal when used in conjunction with re- 
tarders.” The rapid inactivation of these compounds 
is due to oxidation of the free hydroxyl groups. Esteri- 
fication of the hydroxyl group with various acids pro- 
longed the duration of action.’ The dicarbamate de- 
rivatives of the 2,2-disubstituted 1,3-propanediol 
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¢ Meprobamate, which gives muscular relaxation 
without significant effects on circulation and 
respiration, was administered by mouth to 130 pa- 
tients with various nervous disorders characterized 
by seizures, hyperactivity, or tension form of cere- 
bral palsy. The most convincing relief of symptoms 
was found in 18 patients with idiopathic petit mal, 
where 15 were helped significantly and none were 
made worse. The drug was much less effective in 
idiopathic grand mal; in fact, 3 out of 14 patients 
with grand mal were made worse. The drug was 
also of some value in decreasing the tension of 
patients with athetosis and with some behavior dis- 
turbances. The dosage was 100 to 800 mg., 
generally given two to four times a day, and this 
was increased until either clinical benefit or drowsi- 
ness resulted. The time of effective action was about 
four hours. The dosage used in this study did not 
cause any toxic side-effects. 


showed the greatest promise, and of these meproba- 
mate, which is 2-methyl-2-n-propyl-1,3-propanediol 
dicarbamate, was best. *” 

Pharmacologically, meprobamate produces muscle 
relaxation without significantly affecting the autono- 
mic functions such as heartbeat and respiration. In 
animals the drug is a potent anticonvulsant. As little 
as 30 mg. per kilogram of body weight (about one- 
thirtieth the lethal dose) will prevent death in convul- 


- 
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sions from pentylenetetrazole (Metrazol). In this re- 
spect, meprobamate is about eight times more effec- 
tive than mephenesin. Meprobamate is also an excel- 
lent antagonist to strychnine convulsions. As little as 
134 mg. per kilogram of body weight (about one- 
sixth the lethal dose) will prevent death from a lethal 
does of strychnine. In addition, meprobamate is 
about three times as effective as mephenesin and eight 
times as effective as trimethadione (Tridione) in pre- 
venting electroshock seizures in animals. 

An unusual and interesting property of meproba- 
mate is its ability to exercise a taming or tranquilizing 
effect on animals. This may be related to the effect of 
the drug on diencephalic areas. It has been shown 
that the electric potentials picked up from the thal- 
amus are markedly increased in amplitude and de- 
creased in frequency after administration of the 
drug. *" The toxicity of meprobamate is remarkably 
low. In animals, as well as in humans, it is about one- 
fifth as toxic as barbiturates. Two occasions of at- 
tempted suicide were reported '” in which 50 to 100 
400-mg. tablets taken in one dose resulted in com- 
plete recovery without special treatment. One of my 
own patients, a 20-year-old girl, took 25 tablets in an 
unsuccessful suicide attempt. 


Present Study 


Patient Sample.—Patients for the study came from 
private practice, from the children’s neurology service 
of the Cook County Hospital, and from the St. John’s 
Home and Hospital for Crippled Children. The sam- 
ple consisted of 130 patients, 60 with seizures and 
70 with other neurological conditions; 21 of these pa- 
tients had multiple ailments, so that a total of 151 
conditions (76 epileptic and 75 nonepileptic) were 
available for study (table 1). Nearly all the epileptics 
in this group had refractory conditions, and adminis- 
tration of many other medicaments had previously 
been tried without success. This was also true of the 
29 patients with behavior problems, all of whom were 
severely disturbed and 7 of whom were psychotic. 


“The disturbances in behavior were of functional 
and/or organic origin and included tantrums, autistic 


and negativistic behavior, and various infantile re- 
gressions. Of the patients with cerebral palsy, 26 were 
athetoid and 18 spastic, and all had severe involvement 
with marked muscular tension. There were six adults 
in the study. The rest were children from 6 months to 
16 years of age, with an average age of approximately 
8 years. 

Dosage.—The dosage was regulated to give the 
maximum therapeutic result without producing 
drowsiness or other side-reactions. Doses of from 100 
to 800 mg. were generally given two to four times a 
day. In a few instances dosages of 1,600 mg. four 
times a day were tolerated without any side-effects. 
For children the dose was naturally smaller than for 
adults, but not proportionate to their weight. As a 
rule, the initial dosage was 200 mg. or less three times 
a day, and it was generally increased until clinical 
benefit or drowsiness resulted. Adults appeared to be 
less susceptible to drowsiness with use of higher doses 
than children. When meprobamate was effective, clin- 
ical changes generally began to show within 15 to 30 
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minutes, reaching a maximum in one to two hours and 
tapering off at the end of four to six hours. The drug 
was supplied in 400-mg. scored tablets. Because of 
the bitter taste of the crushed tablets, some problem 
arose with children too young to swallow pills. In 
these cases disguises of various kinds were used, such 
as cola drinks, sweet-and-sour flavors such as sweet- — 
ened lemon juice or raspberry syrup, or thick, cold 
vehicles such as applesauce or ice cream. The most 
effective disguise was a base of cinnamon and sugar. 

Method.—Treatment was in all cases intensive. Pa- 
tients were seen as frequently as necessary and feasi- 
ble, most of them once a week, and a few even as 
often as once a day. The drug was given both alone 
and in combination with other drugs. In patients with 
cerebral palsy, meprobamate, like other drugs, was 
used as an adjuvant to therapy. 

In evaluating the results of treatment, the following 
rating scale and criteria were used: (1) marked benefit: 
in epileptics, spells reduced in number and severity 


Tasie 1.—Effect of Treatment with Meprobamate of 
151 Convulsive and Related Disorders* 


Benefit No Benefit 
Mod- 
Marked erate N 


one 
(over (under Agegra- 
ot 75%) 75%) Total 530%) vated 
ag- 


noses No. % No. % No. % No. 


% No. % 
Total Series 151 2 15 24 16 4 31 (9% 6 10 6 
Total epileptic 7% D6 #0 16 4 
Grand mal 19 1562n 383 6 W S 6 ®R 
Petit mal 33 3 40 7 2 2 6 18 40 .. 
Other seizures 24 1483 32 4141 72 3 12 
Foeal and cortical (Jack- 
sonian) 8 ness 6 2 
Total nonepileptic 75 7 10 2 16 19 7 
Cerebral palsy 44 3 7 74608 8S % 1 2 
Athetoid 26 3122 6 19 8 3 WS 6... 
Psychotic 7 1b 1b 6 
Nonpsychotie 22 1 6 68 9°. 
Other 2 2 


* The patient sample consisted of 180 patients, 21 with multiple condi- 
tions, making a total of 151 conditions treated. 


by over 75%; in nonepileptics, symptoms completely 
or almost completely controlled; (2) moderate benefit: 
in epileptics, spells reduced in number and severity by 
50 to 75%; in nonepileptics, symptoms controlled to a 
significant degree; (3) no benefit: seizures reduced in 
number by less than 50%; nonepileptic symptoms not 
controlled or controlled to an insignificant or doubtful 
degree; and (4) aggravated: spells and nonepileptic 
symptoms worse after administration of the drug than 
before. 

The principle was followed that in order to be con- 
sidered effective a drug's therapeutic effect must pre- 
cede its toxic effect. Meprobamate was accordingly 
classified as ineffective (no benefit) in those cases in 
which patients became sleepy before therapeutic re- 
sults were achieved. All patients who were helped by 
meprobamate were subsequently given placebos. 
These were also supplied by the manufacturers of 
meprobamate and were labeled “Piltown.” Only those 
patients were considered helped who showed im- 
provement after administration of meprobamate only. 
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Those patients who also showed improvement after 
administration of the placebo were rated as unim- 
proved (no benefit). 

Results 


Results of the study in 130 patients are summarized 
in tables 1 and 2. Table 1 shows that when epileptic 
and nonepileptic conditions were considered together, 
31% were found to be alleviated and 6% aggravated 
by meprobamate. The epileptic patients showed 
greater benefit (36%) than the nonepileptics (26%); 
they also showed a higher percentage of deleterious 
responses (12% of epileptic as against 1% of nonepi- 
leptic patients made worse). The results acquire clearer 
meaning when epileptic and nonepileptic conditions 
are considered separately. 

Epileptic Conditions.—Analysis of the epileptic con- 
ditions by types of seizure (table 1) shows definite 
selective beneficial action of the drug on petit mal 
seizures. Whereas only 3 out of 19 patients with grand 
mal seizures (16%) were benefited by meprobamate, 
with the conditions of twice that number being aggra- 
vated, 20 out of 33 patients with petit mal seizures 
(60%) were benefited, with none becoming worse. The 


TaBLe 2.—Results of Treatment with Meprobamate of 
Epilepsy of Idiopathic and Organic Origin 


Benefit No Benefit 


Mod. 

erate Non 

(ov (50- (u Agera- 

Total 13%) 75%) Total 50%) vated 
Di 


ag- 
noses No. % No. % No. % No. % No. % 


Total epileptic 76 15 2 12 W 27 8% 40 52 8 WV 
Idiopathic 24 1 42 6 % 6 67 5 2 38 12 
Petit mal 1 10 & 5 28% 8 317 .. .. 
Organic 52 5 6 12 2 67 6 
Petit mal 15 $20 218 5& 88 10 @.. .. 
Other 23 1429 828 Wt! 8 18 


epileptic group also included 10 patients with myo- 
clonic spasms of infancy (often called “lightning grand 
mal” and characterized by hypsarrhythmia [{moun- 
tainous arrhythmia] * in the electroen logram), 8 
with focal and cortical (Jacksonian) seizures, 2 with 

psychomotor seizures, and 4 with vegetative seizures 
(the latter characterized by abdominal cramps, sweat- 
ing, or other visceral manifestations and often asso- 
ciated with 14 and 6 per second positive spikes in the 
electi phalogram).° Among these groups the pa- 
tients with ‘myoclonic seizures were the only ones to 
show appreciable benefit, 3 out of 10 being improved, 
with none made worse. 

When seizures are analyzed according to etiology 
(table 2) the specificity of meprobamate appears even 
more striking. Of the patients with idiopathic seiz- 
ures (combining all types), 67% were benefited, where- 
as only 22% of those with spells due to organic brain 
disease were benefited. Best results were achieved in 
patients with idiopathic petit mal, where 83% were 
helped and none made worse. Worst results were 
found in the five patients with idiopathic grand mal, 
where none was helped and three were made worse. 
In the group whose conditions were of organic origin, 
likewise, patients with petit mal derived greater bene- 
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fit (5 out of 15 improved, with none made worse) than 
those with grand mal seizures (8 out of 14 helped and 
3 made worse). To summarize, then, meprobamate 
proved most effective in the treatment of idiopathic 
petit mal (83% of cases) and somewhat effective in 
treatment of petit mal due to organic brain disease 
(33% of cases). It was less effective in patients with 
grand mal associated with organic brain disease (21%) 
and least effective in idiopathic grand mal (none of 5 
cases). In fact, 32% of the patients with grand mal 
and none of those with petit mal were made worse by 
meprobamate. 

Two possible explanations suggest themselves for 
these results. The first arises from the differences in 
the electroencephal grap hic records of patients with 
idiopathic and ‘organic petit mal. The patient with 
idiopathic petit mal exhibits the typical 3 per second 
spike and wave record. In patients with organic petit 
mal, on the other hand, the record is more like that 
seen in the grand mal type, with spikes, petit mal 
variants, and focal abnormalities in rhythm, rate, and 
amplitude. This may account in part for the fact that 
patients with organic petit mal responded less favor- 
ably to treatment with meprobamate than did those 
with idiopathic petit mal. The second possibility is 
that the emotional reaction that often triggers spells 
may be blunted by meprobamate and that this tran- 
quilizing action may be the basis of at least a part of 
its benefit in many patients with epilepsy. If this is 
so, then the drug may be expected to have a greater 
effect on patients with idiopathic than on those with 
organic petit mal, since the former group is on the 
average older and brighter than the group with or- 
ganic brain disease and therefore perhaps more sensi- 
tive to emotional trigger situations in the environment. 

Nonepileptic Conditions—Meprobamate was of 
moderate benefit in 7 of 44 patients with cerebral 
palsy and of marked benefit in 3 (table 1). The athe- 
toid patients, with extrapyramidal involvement, were 
helped most (8 out of 26), while the spastic patients 
(pyramidal tract involvement) were infrequently 
helped (2 out of 18). It is not likely that the selective 
benefits in athetoid patients as compared to spastic 
patients are due to any normalizing effect of meproba- 
mate on the electrical activity of the brain, since the 
frequency of normal electroencephalograms in athe- 
toid patients is two to three times that in spastic pa- 
tients.'° It is possible that the selective effect of the 
drug in athetoid patients may be partially explained 
by its tranquilizing influence, since athetosis is char- 
acterized by marked aggravation of symptoms under 
emotional stress. The best effect from meprobamate 
occurred in a tense young athetoid woman whose in- 
voluntary movements and muscular tensions were ex- 
tremely affected by emotional turbulence. 

Of the 29 patients presenting serious behavior 
problems (including 7 psychotics) here treated, only 
7 showed benefit that could be attributed to meproba- 
mate. It should perhaps be mentioned that many 
more of these patients appeared to be helped at the 
beginning of the study. However, when the adopted 
criteria were applied—namely, that the patient must 
be helped more by meprobamate than by a placebo 
and that the effect must precede any onset of drowsi- 
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ness—the number of patients benefited was reduced to 
that indicated in table 1. The two patients listed in 
the “other” nonepileptic column were both adult fe- 
males in the 40’s, one with severe tension headache, 
the other with acute rheumatoid myositis (fibrositis). 
Meprobamate dramatically relieved both conditions 
promptly and completely. 

Side-Effects.—With the exception of drowsiness in 
some patients, no side-effects of any kind were noted 
during or subsequent to treatment with meprobamate. 
The tendency to sleep that was observed in some 
patients appeared to be a result of the drug's tran- 
quilizing action rather than of a true soporific effect. 
Patients would often take one or two naps during the 
day but could easily be awakened. The ataxia in the 
twilight stage between the waking and sleeping state 
often seen in patients to whom the usual sedative 
drugs have been given was less noticeable or absent 
after administration of meprobamate. Blood, skin, 
liver, or urinary changes were not encountered. 


Comment 


It is generally recognized that epilepsy due to or- 
ganic brain damage is more resistant to all forms of 
therapy than the idiopathic forms of epilepsy."’ It is 
not surprising, therefore, that meprobamate, like most 
other antiepileptic drugs, is less effective in the pre- 
vention of seizures due to organic brain disease. On 
the other hand, petit mal is less susceptible to control 
by drugs than grand mal, and it is in the treatment of 
idiopathic petit mal that meprobamate proved most 
useful. A new drug for the treatment of petit mal 
invites comparison with trimethadione (Tridione),’’ 
which up to the present has shown greatest specificity 
for this condition. The improvement with meproba- 
mate is generally not so complete, nor its effect so 
precipitous, as with trimethadione. With the latter 
drug the remission of spells may be complete and im- 
mediate, whereas with meprobamate remission is 
more typically of the order of 90 to 95%, with improve- 
ment being effected more gradually over several weeks 


“of treatment. On the other hand, in treatment with 


trimethadione, where control is incomplete, residual 
spells may be more severe and of longer duration 
than the original spells and very resistant to therapy. 
No patient treated with meprobamate responded with 
such severe residual attacks; on the contrary, residual 
spells after administration of meprobamate are likely 
to be less severe than the original spells. 

An unusual characteristic of trimethadione is that it 
often normalizes the electroencephalographic findings 


immediately and concurrently with clinical control of. 


seizures.'* This does not generally occur when bar- 
biturates or the other commonly used antiepileptics 
effect clinical control of seizures, nor does it happen 
after treatment with meprobamate. With meproba- 
mate, as with most other antiepileptic drugs, clinical 
improvement may antecede or exist without nor- 
malization of the electroencephalographic findings. 
Improvement and often normalization of the electro- 
encephalographic picture, however, usually does oc- 
cur after several weeks or months of control under 
therapy. 
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The great advantage that meprobamate has over 
trimethadione is its apparent complete freedom from 
toxic effect. With the exception of the drowsiness 
experienced by some patients, no toxic reactions of 
any kind were observed. The patient was either 
asleep or awake, but was rarely ataxic or “drunk.” 
Blood dyscrasias, skin rashes, or gastrointestinal dis- 
turbances were not encountered. In my judgment, it 
is often more desirable to reduce a child’s spells to a 
residual minimum without toxic reactions than it is to 
eliminate them completely at the cost of possible toxic 
effects or ataxia. The patient may be better off lead- 
ing a normal life between occasional spells than living 
seizure-free in a perpetual fog of drug-induced con- 
fusion and hangover. This is especially true in chil- 
dren with petit mal, in whom spontaneous improve- 
ment in clinical and electroencephalographic findings 
occurs with the passage of time.'® 

Another advantage of meprobamate is that it may 
often exert a tranquilizing effect in addition to its 
anticonvulsant and muscle-relaxant activity. As_ is 
well known, one of the factors determining both the 
frequency of spells in the epileptic and the severity of 
muscular tension and athetosis in the cerebral palsied 
is the emotional state of the patient. Meprobamate, 
possibly by diminishing the anxieties and tensions 
that beset these patients, may often remove the mech- 
anism that triggers the seizure. Meprobamate showed 
no tendency to produce habituation. Doses did not 
have to be increased to sustain the therapeutic effect; 
neither did sudden withdrawal precipitate status epi- 
lepticus. 

In evaluating any new antiepileptic drug, the gen- 
eral comment should perhaps be made that drugs that 
control petit mal are likely to aggravate grand mal 
and vice versa. This sometimes happens when me- 
probamate is used, as it does with many other drugs 
that help petit mal, notably trimethadione, para- 
methadione (Paradione), and Prenderol. It should also 
perhaps be mentioned that relapses may occur with 
any medicament even after control has been achieved; 
and conversely, that control effected by any medica- 
ment may continue even after that medicament has 
been discontinued. Meprobamate behaves in these 
respects no differently from other medicaments. Un- 
like Prenderol, meprobamate had no beneficial syn- 
ergistic action when given with trimethadione or 
paramethadione.° 

It is of particular interest to speculate about the 
mode of action of meprobamate. Present evidence 
suggests that petit mal is due to a focal disturbance 
in one or more midline subcortical structures located 
between the thalamus and brain stem. It appears 
likely that the patients who derived particular benefit 
from treatment with meprobamate are those with a 
lesion in that region of the thalamus that is specifical- 
ly affected by the drug. This may also explain some 
of the beneficial effects in patients with athetosis and 
in those with behavior disturbances. It is also of in- 
terest to note that both trimethadione and Prenderol, 
which are effective in petit mal seizures, are also fre- 
quently beneficial in patients with athetosis and in 
some with behavior disturbances. 
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Conclusions 


Meprobamate (Miltown) appears to be of greatest 
benefit in the control of petit mal, particularly of the 
idiopathic variety. It may also have some benefit in 
treatment of the tense forms of cerebral palsy, some 
behavior disturbances, and tension headaches and 
rheumatoid myositis (fibrositis). It occasionally aggra- 
vates grand mal, especially the idiopathic type. It is 
less effective than trimethadione (Tridione) in con- 
trolling petit mal but is at least as effective as para- 
methadione (Paradione) and Prenderol (2, 2-diethy]-1, 
3-propanediol) and is superior to other drugs that 
counteract petit mal. Its advantage over trimethad- 
ione and paramethadione lies in its relatively innocu- 
ous nature; its advantage over Prenderol lies in the 
fact that it has a sustained period of reaction and need 
not be used with retarding agents. 


4743 N. Drake Ave. (25). 


The meprobamate used in this study was supplied as Miltown by Wallace 
Laboratories, New Brunswick, N. J. 

This work was supported in part by grants from the Wallace Laboratories, 
New Brunswick, N. J., the United Cerebral Palsy Association of Chicago, 
and the Research Society for Cerebral Palsy, Chicago. 
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CHRONIC LOCALIZED PULMONARY BRUCELLOSIS 
Lyle A. Weed, M.D., Pierce T. Sloss, M.D. 


O. Theron Clagett, M.D., Rochester, Minn. 


Species of Brucella have been shown to be the 
likely cause of some chronic localized infections in a 
variety of tissues, a fact substantiated by isolation of 
the organism.’ In one such instance the site of in- 
volvement was the lung.’” Apart from this single 
example, chronic localized pulmonary brucellosis has 
rarely, if at all, been proved in human beings. Modern 
reviews * do not mention this manifestation of brucel- 
losis; certain reports, however, have suggested it. For 
example, Haden and Kyger* reported one case in 
which there were multiple nodular lesions in the lungs 
and two others in each of which a large solitary pul- 
monary lesion was present. These cases were pur- 
ported examples of pulmonary brucellosis, but no 
tissue was removed for examination. In two of the 
cases Brucella agglutination tests gave positive results. 
In the remaining case the agglutination reaction was 
negative, but a skin test for brucellosis was said to 
have given positive results. Roentgenographic evi- 
dence of disease in the chest subsequently became 
negative in two cases, and in the third there was some 
decrease in the size of the lesion in six months. 

Though not chronic in every sense, a case described 
by Shipley * illustrates a possible example of localized 
pulmonary brucellosis. The patient had complained 
of cough and loss of weight. X-ray examination re- 


From the Mayo Clinic and Mayo Foundation. The Mayo Foundation is 
a part of the Graduate School of the University of Minnesota. 


¢ Roentgenographic examination of the chest in 
three patients revealed the existence of well-defined 
nodular lesions in the midpulmonary or mediastinal 
areas. Thoracotomy in each case led to the removal 
of circumscribed granulomas that were negative for 
tuberculosis but yielded Brucella suis when cultured. 
In one instance the patient’s complaint of hoarseness 
was explained by the finding of a diseased tracheo- 
bronchial lymph node adherent to the recurrent lar- 
yngeal nerves. 

Bacteriological examination of the sputum or bron- 
chial washings, skin tests, and agglutination tests 
gave little information of positive value, and blood 
cultures were negative. Recovery followed the surgi- 
cal excision of the lesions. 


vealed a fairly well circumscribed, infiltrative pul- 
monary lesion adjacent to the right border of the 
heart. This was thought likely to be bronchogenic 
carcinoma. Tissue removed bronchoscopically showed 
nonspecific inflammation. A rising titer of Brucella 
antibodies was found upon multiple agglutination 
tests of the blood serum, and the results of a skin test 
for Brucella antibodies were positive. Blood cultures 
for Brucella were negative. Five months later, the 
pulmonary lesion had nearly resolved, as revealed by 
X-ray examination. 
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The purpose of our report is to describe three 
patients who exhibited nodular pulmonary lesions 
upon roentgenographic examination of the chest. All 
presented the problem of one or more circumscribed 
lesions of the lung. The nature of the lesions was not 
ascertained to be brucellar until tissue was removed 
surgically and examined in the laboratory. 


Fig. 1 (case 1).—Two rounded densities in left lower pulmonary field = 


a nodular density at left hilus. (Reproduced with permission from W: 
and others. 


Report of Cases 


CasE 1.—This case has been reported elsewhere,” and the 
report will not be repeated here; the reader is referred to that 
report for details. It need merely be said here that the patient, 
a farmer, aged 33, who had been referred to the Mayo Clinic 
because of chronic pulmonary lesions suspected of being 
_ malignant (fig. 1), was found on surgical exploration to have 


~~ brucellosis; Brucella suis was cultured from a caseous granuloma 


removed at operation, and appropriate examinations ruled out 
such other diseases as carcinoma, tuberculosis, and coccidio- 
idomycosis. Three cultures of the blood and one of the urine 
after operation did not yield Brucella. Postoperatively, Brucella 
agglutination tests of the blood serum gave positive results in 
a dilution of 1:50 on two occasions and in a dilution of 1:100 
on another. Two years later, the patient felt well and presented 
no evidence of disease in the pulmonary parenchyma on x-ray 
examination. 

Case 2.—A farmer, aged 68, registered at the Mayo Clinic 
on Sept. 1, 1953. In August, x-ray examination of the chest had 
been carried out elsewhere because of his complaint of non- 
productive cough and sore throat of five months’ duration. 
This had disclosed the presence of a well-defined nodular 
lesion, 4 cm. in diameter, in the right midpulmonary field 
posteriorly (fig. 2). Examination here showed, in addition to 
the pulmonary abnorinality, moderate bilateral nerve deafness, 
hematuria seen miscroscopically, and an erythrocyte sedimenta- 
tion rate (by the Westergren method) of 23 mm. for the 
first hour. The leukocytes numbered 5,400 per cubic millimeter 
of blood. On Sept. 10, 1953, the right side of the chest was 
explored surgically. A firm spherical mass was found in the 
posterior superior division of the lower lobe of the right lung, 
and this lobe was removed. Frozen sections of fresh tissue 
from the mass showed a caseating granuloma. Cultures made 
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of the tissue for molds did not produce positive results. Culture 
and guinea pig inoculation likewise were negative for Myco- 
bacterium tuberculosis. However, cultures did yield Br. suis. 
Postoperatively, a Brucella agglutination test of the patient's 
blood serum gave positive results in a dilution of 1:50. Culture 
of the urine did not disclose the presence of Brucella. The 
postoperative recovery was uneventful. When last seen on Aug. 
10, 1955, the patient complained of occasional sore throat, but 
otherwise he was well. Examination showed no abnormalities. 

Case 3.—A farm wife, aged 50, registered at the Mayo Clinic 
on July 8, 1955. She had been in good health until April, 
1955, when she had experienced the sudden onset of non- 
progressive hoarseness accompanied by weakness of the voice. 
In addition, she had a cough. This produced a small amount 
of white sputum, which, on occasion, had been streaked with 
blood. There had been no constitutional symptoms and no 
loss of weight. Examination disclosed the left vocal cord to be 
fixed in complete adduction. Leukocytes numbered 6,800 per 
cubic millimeter of blood, and the sedimentation rate was 26 
mm. during the first hour. Roentgenograms of the chest were 
interpreted as showing a well-defined mass, 7 by 4 by 3 cm., 
situated adjacent to the mediastinum just superior to the left 
main bronchus (fig. 3). Bronchoscopy gave negative results. 
Cytological studies of bronchial washings and sputum did not 
reveal carcinoma cells. 

On July 15, 1955, the left side of the chest was explored 
surgically. A mass situated in the upper lobe of the left lung 
together with an adjacent enlarged tracheobronchial lymph 
node was excised. Removal of the former necessitated its being 
freed from the recurrent laryngeal nerves. Examination of 
fresh frozen tissue in the laboratory disclosed the histological 
picture of caseous granuloma. One discrete granuloma measur- 
ing 4 cm. in diameter was situated in the parenchyma of the 
lung. The adjacent tracheobronchial lymph node contained a 
circumscribed granuloma measuring 3 cm. in diameter. Pooled 
emulsions prepared from these tissues and cultured produced 
Br. suis. Cultures for molds and cultures and guinea pig 
inoculations for Myco. tuberculosis employing aliquots of the 


Fig. 2 (case 2).—Nodular lesion in right midpulmonary field. 


same emulsion gave negative results. Postoperatively, the re- 
sults of a Brucella agglutination test, with the patient’s blood 
serum, were negative. Attempts to demonstrate blocking anti- 
bodies were unsuccessful. Three blood cultures for Brucella 
failed to produce growth. When last heard from on Oct. 4, 
1955, the patient stated that she felt well. No reference was 
made to the status of her voice. 
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Pathological Aspects.— The gross appearance of the 
granulomas was essentially the same in all three cases 
(fig. 4). The great bulk of each granuloma consisted 
of firm, yet friable, caseous material. This was en- 
closed within a thin shell of fibrous connective tissue, 
which was infiltrated by lymphocytes and which con- 


Fig. 3.—Well-defined nodular density at left pulmonary hilus. 


tained many capillaries toward its inner aspect. Dis- 
posed between this and the necrotic central material 
was a layer of epithelioid cells. In places the latter 
showed a palisade arrangement. Multinucleated giant 
cells of the Langhan variety were present in small 
number. Figure 5 shows the wall of the granuloma 
from the upper lobe of the left lung of the patient in 
case 1, The features illustrated are typical of each 


Fig. 4.—A (case 1), active, caseating pulmonary granuloma, 4 cm. in 
diameter, that yielded Brucella suis on culture. B (case 2), caseous pul- 
monary granuloma, 4 cm. in diameter, from which Br. suis was isolated. 


of the granulomas in these cases. Sections of fixed 
tissue from each specimen stained by the Ziehl- 
Neelsen, periodic acid—Schiff, and Brown-Breen 
(gram) methods did not show recognizable micro- 
organisms. Nothing was observed in the histological 
pattern of these granulomas that seemed distinctive 
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in comparison with the usual caseous granulomas 
produced by Myco. tuberculosis, Coccidioides immitis, 
or certain other infectious agents. Methods utilized in 
this study for the isolation and identification of 
Brucella have been described elsewhere.*” 


Comment 


From the clinical viewpoint, it would appear that 
chronic localized pulmonary brucellosis, as illustrated 
by the disease in these three patients, presents about 
the same dilemma in preoperative diagnosis as does 
that group of lesions referred to in the literature by 
such designations as coin lesion of the lung’ and 
isolated pulmonary nodule.” [In our experience, 
bacteriological examination of the sputum or bronchial 
washings in such cases has been almost valueless in 
discovering the cause of what subsequently proves to 
be a solid, circumscribed granuloma. Likewise, the 
results of skin tests and agglutination tests have been 
of little diagnostic help and frequently have been mis- 
leading. We often have performed agglutination tests 


Fig. 5 (case 1).—Portion of wall of caseous pulmonary granuloma. At top 
is caseous necrotic material. Below this is a zone of epithelioid cells. At the 
bottom is the fibrous portion of the wall containing lymphocytes (hema- 
toxylin and eosin, X200). 


for didactic reasons after isolation of Brucella from 
chronically infected tissues. It is interesting to note 
that in case 3 the Brucella agglutination test gave 
negative results and that blocking antibodies could 
not be demonstrated. 

The answer to the question of whether specific 
antibiotic therapy should be employed postopera- 
tively in cases such as these is speculative. Certain 
points, however, are worthy of mention. First, it 
appears unlikely that careful surgical excision would 
cause the escape of micro-organisms from such ana- 
tomically well-confined lesions. Also, blood cultures 
for Brucella made postoperatively failed to give posi- 
tive results in any of these patients. No symptoms 
suggestive of brucellosis occurred in the two patients 
who were not treated with antibiotics (cases 2 and 3), 
one of whom was followed for 23 months and the 
other of whom was followed for 3 months. Lastly, it 
is possible that similar localized granulomas might 
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be present in other sites, though unrecognized. Even 
so, it would be hard to imagine that antibiotics would 
reach the center of such lesions in concentrations 
sufficient to eradicate the causative organisms. These 
factors make the employment of specific anti-Brucella 
therapy in the postoperative period of doubtful value. 

In reports of surgically removed localized gran- 
ulomas of the lung, the lesions frequently are desig- 
nated “tuberculomas.”” Such reports are difficult to 
evaluate because the authors fail to give details as to 
the extent of the examination of the tissue. Presum- 
ably, studies other than histological examination fre- 
quently are neglected. As such similar material is 
subjected to more thorough laboratory investigation in 
the future, additional reports of Brucella as one of the 
causes of localized granulomas of the lung un- 
doubtedly will appear. 


Summary 


The three cases of chronic localized pulmonary 
brucellosis reported were characterized by well- 
defined densities of the lung upon roentgenographic 
examination. Surgical excision was performed in all 
cases. Laboratory examination showed each of the 
lesions to be a caseous granuloma, and Brucella suis 
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was isolated in culture in each case. Thorough 
bacteriological study, including guinea pig inocula- 
tion, was performed to rule out Mycobacterium tuber- 
culosis, fungi, Actinomyces, and common pyogenic 
bacteria as possible causes of the granulomas. 


References 


1. (a) Weed, L. A.: Importance of Bacteriology in Orthopedic Surgery, 
Proc. Staff Meet. Mavo Clin. 27: 225-230 (June 4) 1952. (b) Weed, 
L, A.; Dahlin, D. C.; Pugh, D. G., and Ivins, J. C.: Brucella in Tissues 
Removed at Surgery, Am, J. Clin. Path. 22: 10-21 (Jan.) 1952. 

2. Harris, H. J.: Brucellosis ( Undulant Fever): Clinical and Subclinical, 
New York, Paul B. Hoeber, Inc., 1941. Tovar Mancera, R.: Patologia de la 
brucelosis, Medicina, México 23: 161-177 (May 25) 1943; 23: 185-200 
(June 10) 1943; 23: 205-229 (June 25) 1943. Huddleson, I. F.: Brucellosis 
in Man and Animals, ed. 2, New York, Commonwealth Fund, 1943. Spink, 
W. W.: Clinical Aspects of Human Brucellosis, in Brucellosis (A.A.A.S. 
Symposia, Veterinary and Medical Science), Washington, D. C., American 
Association for the Advancement of Science, 1950, pp. 136-147. 

3. Haden, R. L., and Kyger, E. R.: Pulmonary Manifestations of Bru- 
cellosis, Cleveland Clin. Quart. 13 «220-227 (Oct.) 1946. 

4. Shipley, F. M.: Pulmonary Manifestations of Brucellosis: Report of a 
Case, Bull. School Med. Univ, Maryland 30: 80-83 (Oct.) 1945. 

5. Storey, C. F.; Grant, R. A., and Rothmann, B. F.: Coin Lesions of the 
Lung, Surg. Gynec. & Obst. 97: 95-104 (July) 1953. 

6. Sharp, D. V., and Kinsella, T. J.: The Significance . Isolated Pul- 
monary Nodule, Minnesota Med. 33: 886-858 (Sept.) 1 

7. O’Brien, E. J.; Yuttle, W. M., and Ferkaney, J. E.: The "Management 
of the Pulmonary “‘Coin” Lesion, Surg. Clin. North America 28: 1313-1322 
(Oct.) 1948. Effler, D. B.; Blades, B., and Marks, E.: The Problem of the 
Solitary Lung Tumors, Surgery 24: 917-928 ( Dec.) 1948. Abeles, H., and 
Ehrlich, D.: Single, Circumscribed, Intrathoracic Densities, New England 
J. Med. 244: 85-88 (Jan.) 1951. Bell, L, and Sealy, W. C.: A Study of 
Twenty-Three Cases of Circumscribed Solitary Lung Lesions, North Caro- 
lina M. J. 13: 289-291 (June) 1952. 


CAUSES AND PREVENTION OF DEVELOPMENTAL DEFECTS 


Theodore H. Ingalls, M.D., Boston 


Scientific knowledge of the developing conceptus 
has its bedrock in embryology: first, in an understand- 
ing of the normal and orderly evolution of the fertilized 
ovum through successive cleavages and divisions of 
somites, through embryonic and fetal stages of de- 
velopment, to infancy at term; next, in a knowledge of 
deviations from regular sequences of prenatal growth 
that have their primary origin in disease of the mother- 
placenta-fetus complex at critical moments of gesta- 
tion; and, third, in those disorders that were pre- 
destined through genetic mechanisms at the moment 
when the sperm penetrated the oocyte. Erythroblas- 
tosis, hemophilia, and albinism would be considered 
classic examples of genetic defects, and yet the role of 
environmental components, such as_ sensitization, 
trauma, and even sunlight, after the child is born can- 
not be separated from the disorders to which the de- 
fective persons are susceptible. 

Embryology logically precedes genetics as the point 
of departure for the study of abnormal development 
during prenatal life. This is as logical as it is to place 
normal anatomy ahead of genetics in medical schools— 
at least, for the purposes of understanding, curing, 
or, better yet, preventing human disease. The accom- 
plishments of modern medicine and preventive medi- 
cine rest upon the validity of this priority. He who has 
inherited red hair and freckles cannot change his par- 
ents or his complexion, but he can guard against the 
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* Congenital defects are not all genetically deter- 
mined at the moment of conception; many are ac- 
quired during the ensuing fetal development. The 
latter are usually fetal manifestations of critical 
stress on the mother during pregnancy. Just as the 
genetically determined defects have been studied in 
the fruit fly by breeding experiments, so the acquired 
defects have been studied in the gravid mouse by 
using hypoxia as a standard stress at different stages 
in gestation. 

From these latter experiments a whole panorania 
of deviations emerges, determined as to kind and 
severity by the timing and degree of the stress ap- 
plied to the mother. 

A large class of congenital defects is therefore 
preventable. They need to be attacked with the same 
energy that is now being directed at poliomyelitis 
and other causes of disability. 


sun; only, however, if he is aware that there is a sun. 
It is theoretically possible but nonetheless unrealistic 
to talk about breeding human strains and families that 
are resistant to sunburn, poliomyelitis, or smallpox— 
or congenital anomalies for that matter, Man can ac- 
complish such feats with his plants and his animals 
but not with his own progeny, except in inconsequen- 
tial numbers. 

The birth and fruition of the science of genetics 
during the past 75 years seemed at the turn of the 
century to preclude the remotest possibility that there 
might be an epidemiology of congenital anomalies. 
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Being congenital, that is to say, already present at 
birth, most anomalies usually were assumed to be 
so largely determined by chance arrangements of 
genes and chromosomes as to be inaccessible to con- 
trol except by breeding of pedigreed stock. This was 
the lesson of the books of my high school and college 
days—of “The Jukes” and “The Kallikak Family” and 
“The Mongol in Our Midst.” But it is the species, 
strain, and family constitution that is handed down; 
the genesis of the defect itself is open to question. To 
assume that mental retardation, Mongolism, or epilepsy 
of congenital origin is determined by a combination 
of defective genes the significance of which is to be 
assayed only by pedigree analysis is to bypass embry- 
ology and teratology and medicine itself, It is also to 
disregard obstetric considerations, such as the status 
of maternal health and the events of pregnancy. To 
be sure, such conditions are formed against a genetic 
background, but maternal illnesses are more easily 
controlled in human populations than are marriages. 
Genetics by itself is not enough of an applied science 
by which to control human anomalies—animal ab- 
normalities, yes—the unwanted strains are simply 
discarded, but with human beings an over-all inter- 
disciplinary approach has greater promise of success. 
Peg-shaped teeth, congenital cataract and retrolental 
fibroplasia, congenital deafness and epilepsy, cerebral 
palsy and mental retardation, hydrocephalus, Mongol- 
ism, and anencephaly are not to be bred out of a popu- 
lation. 
Importance of Materna! Diseases 


The significance of congenital stigmas described by 
Jonathan Hutchison should have alerted scholars long 
ago to the importance of maternal disease in determin- 
ing congenital defects, but the broad implications of 
syphilis were lost among specific problems of serology, 
case-finding, diagnosis, and treatment. Besides, syphilis 
is a chronic disease; chronic sequelae were to be ex- 
pected. Then, nearly 15 years ago, the observations of 
Gregg, in Australia, established that an acute infection, 
namely, German measles, could cripple brains, hearts, 
eyes, and ears of unborn babies if the infection were 
contracted by the mother in early pregnancy. Con- 
currently, the work of Levine and Wiener on the in- 
heritance of the Rh factor in fetal blood and the 
genesis of erythroblastosis in isoimmunization also em- 
phasized the rationale of applying immunology to the 
problem. Subsequently, the clinical significance of 
toxoplasmosis in causing congenital hydrocephalus 
and ocular defects began to be appreciated, and a 
heterogeneous but impressive series of case reports 
began building up. I shall select but three that give 
highlights of pregnancies resulting in the birth of a 
Mongoloid child. A mother gave birth to a Mongoloid 
baby after carbon monoxide ‘poisoning in the second 
month of pregnancy. Another produced Mongoloid 
twins after a head-on collision of the automobile she 
was driving on the 59th day of pregnancy. A third 
mother of a Mongoloid baby had a tooth out under 
gas-oxygen anesthesia administered late in the second 
month of pregnancy. This is the stage of development 
when the tissues that are stunted in Mongolism—the 
nasal bones, the phalanges of the little finger, and 
the cardiac septum—are developing. 


J.A.M.A., July 14, 1956 


Sequential relations of maternal-fetal events are 
merely suggestive; they prove nothing until tested for 
predictability. Furthermore, such dramatic episodes 
are to be unearthed in only about 10% of the protocols 
of the mothers of Mongoloid babies. Not so with the 
relatively advanced age of the mother; here the asso- 
ciation is definite and has been attested by statistics 
accumulated over many years. A peaking of Mongoloid 
births occurs when the mothers are over 40, whereas 
the peaking of births generally in a country such as 
ours is about 25. Advanced age is to be related to 
chronic rather than acute conditions, and to me the 
meaning of the relation to maternal aging is that it 
probably signifies the contributory role of chronic 
systemic and gynecologic disorders. In a study of pre- 
partal differences between a group of 50 mothers 
giving birth to Mongoloid babies and a comparison 
group of mothers selected as controls and matched 
for age, my colleagues Drs. Joan Babbott and Frank 
Philbrook and I are finding bleeding in the first tri- 
mester much more frequently in mothers 35 years of 
age or older who have Mongoloid babies than in the 
controls. The younger mothers of Mongoloid babies 
had a low prevalence of gestational bleeding but had 
an unexpectedly high prevalence of retroflexion of the 
uterus. Of the group of 50 mothers of Mongoloid 
babies, 24% had definite signs of organic heart disease. 
Only four (8%) of the controls had similar conditions, 
and one of these women (with aortic insufficiency 
and mitral stenosis) gave birth to a child with cleft 


palate. 
Scientific Methods of Study 


A mounting body of evidence indicates clearly that 
it is high time for orderly scientific methodologies to 
be used in the study of Mongolism and other congenital 
defects. They can no longer be shrugged off as mys- 
terious acts of God or allowed to go to the geneticist 
by default. The need is to make concerted use of 
clinical, laboratory, and epidemiological methods for a 
reappraisal of anomalous conditions as members of a 
dynamic system intimately related to the system. of 
diseases that we know about after the child is born. 
A vital step is to take the problem back to the lab- 
oratory, where many studies have indicated that clar- 
ification might be found. Fragmentary evidence is 
almost as old as the science of embryology itself. The 
investigations are too numerous to even list, and I 
shall limit myself to a description of an investigation 
of which I have firsthand knowledge. Systematically 
prosecuted in the department of epidemiology at the 
Harvard School of Public Health, the design involves 
the construction of an experimental model that has 
been used for nearly a decade now and can be used 
indefinitely and methodically to increase knowledge 
of the pathogenesis of congenital anomalies. In 1947, 
oxygen lack was demonstrated as a specific cause of 
congenital deformity, but its deeper significance was 
recognized as a nonspecific form of stress, the degree of 
which could be rather precisely regulated. A low-pres- 
sure chamber has been one of the devices used to in- 
duce anomalies in the young of pregnant mice kept for 
five hours at atmospheric pressures simulating altitudes 
of 25,000 to 30,000 ft. (7,620 to 9,144 m.). This ex- 
perience is like transporting the animals incubating 
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their young to the top of Mount Everest for five hours. 
Oxygen lack for this brief period enabled the pattern 
of potential deformities to emerge and to be recon- 
structed block by block throughout the course of 
pregnancy. Gross defects of the skull and of the brain 
were produced experimentally as localized manifesta- 
tions of oxygen lack on the ninth day of gestation. 
One embryo was made to half suffocate at the equiv- 
alent of 27,000 ft. of altitude for five hours near the 
midpoint of pregnancy; the consequences of that ex- 
perience became apparent at birth. Distinctions be- 
tween such defects of the brain and the accompanying 
defect of the skull were found to be more apparent 
than real; both defects came from the same stress. 
Whether the brain was injured or whether the spine or 
the ribs were injured was a matter of chance; it de- 
pended also upon the stage of development that had 
been reached when hypoxic stress was administered. 


Timing of Maternal Stress 


The timing of the maternal stress in pregnancy, like 
its intensity, can be varied at will. The mother can be 
placed in the low-pressure chamber on the first day 
of pregnancy or on the 9th day or on the 15th day, 
pregnancy in the mouse being a matter of about 20 
days. Both timing and degree of stress profoundly 
influenced the type and the number of congenital de- 
formities to be found in the young. In order to study 
anomalous formations immediately after fertilization, 
experiments have been made with fish eggs—again 
with hypoxia as the standard stress, The earliest stage 
at which my co-workers and I have been able to in- 
duce embryonic deformity by a systemic insult is at 
about the 16-cell stage. At this time cyclopia has been 
induced in fish by scrubbing oxygen out of the water 
in which fertilized eggs are growing by means of 
bubbling a fine stream of nitrogen through the aquar- 
ium. Similar treatment at midgastrulation has resulted 
in the production of conjoined twins. Analogous mal- 
formations of human beings are known—so-called 
cyclops, for example; this baby is, like the fish, rel- 
atively, not absolutely, one-eyed. The defect probably 
represents arrested twinning of the optic primordium. 
Twinning of one half of the body with the other is 
part of the normal process of development; this is 
axiomatic if everyone starting from a single fertilized 
ovum is to have two halves of the body; those halves 
must be basically twins at some early stage of on- 
togeny. This process may overshoot the mark, so to 
speak, and go on to the production of identical twin 
infants or conjoined twins. Arrest of the twinning pro- 
cess results in conjoined twins in fish and presumably 
in human beings; one member may lag behind the 
other, resulting in a parasitic twin, or teratoma. Nor 
is the phenomenon of twinning limited to the whole 
embryo; it may be a more localized affair and limited 
to a digit, hand, foot, or other organ. Certainly cyclopia 
and twinning are determined at very early stages of 
pregnancy. These conditions never arise after birth, 
even in the most premature of babies. 

When grouped by various degrees of deformity, a 
vast panorama of deviations emerges, the members of 
which may be arranged in presumed order of genesis 
to form an ontogenetic series of maldevelopments. 


DEVELOPMENTAL DEFECTS—INGALLS 1049 
Each intergrade is seen as an abnormal branch of the 
tree of normal embryology, If this is so there must be 
an epidemiology of congenital anomalies, and the 
rubella story alone shows that there is. 

To return to the animal model: after the first week 
of development a regular pattern of congenital defects 
can be caused by critical stress. For example, fusion 
of ribs was induced on the ninth day of pregnancy— 
the same period that was also critical for anomalies of 
the brain, skull, and vertebral column. Cleft palate 
was caused by the same stress on the 15th day of 
pregnancy, and “open eye” by the same injury near 
the end of pregnancy. This is not truly the opening of 
an eye but represents a partial or complete ablation of 
the lids. Each animal shown has a different handicap. 
Biologically, each has the same disease, and to pre- 
vent such defects success could be possible only if it 
were understood that all mothers had suffered the 
same illness at different stages of pregnancy. Cleft 
palate had the same origin as fused ribs, just as polio- 
myelitis involving the right leg has the same origin as 
infantile paralysis of the left arm. Stress, of course, is 
is to be defined more broadly than hypoxic stress. 
Cleft palate, for example, is produced by numerous 
stresses—x-ray, vitamin deficiency, cortisone intoxica- 
tion, and anoxia—providing that the immediate or de- 
layed effects are operating when the two halves of 
the palate fuse, on the 15th day of pregnancy. 

Experiments cited here led to the construction of | 
an integrated theory of congenital anomalies. This 
theory needs further testing in the field by epidemio- 
logical and statistical methods, Double, cyclopian, and 
anencephalic monsters, as well as lesser anomalies, 
are interpreted as members ot a_phylogenetic-like 
series of stage-specific defects. late manifestations of 
intrauterine stresses at critical] phases of prenatal de- 
velopment. 

Thus normal embryos are assumed to be potential 
candidates for cyclopia around the first week of life, 
conjoined twins about the second, ectromelia around 
the third, tracheoesophageal fistula at the fourth, 
nuclear cataract of the lens around the fifth, harelip 
at the sixth, cleft palate around the seventh, Mon- 
golism at the eighth week, and so on, At eight weeks, 
for example, when the embryonic hand has formed, 
the primordium of the middle phalanx of its little fin- 
ger is undergoing active differentiation. This probably 
explains why this structure is found stunted in most 
Mongoloid patients, for the fact is only one of many 
pointing to eighth-week origin of Mongolism; but the 
anomaly is not limited to Mongolism. It is to be empha- 
sized that the other conditions just mentioned are not 
the only possible sequels to embryonic injury, they 
are merely some of the risks of having babies who 
usually survive the minor mishaps of pregnancy with 
no evident “birthmarks.” The outcome varies with the 
timing of the adverse stress in human beings as in 
mice. This is illustrated by the relation between 
maternal rubella at five weeks of gestation and con- 
genital cataract of the baby and to deafness of the 
child when the disease strikes at nine weeks. 

The field studies that have been completed to date 
indicate that specific ocular, cerebral, dental, skeletal, 
and cardiac defects of human beings are not inde- 
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pendent entities, the restricted concern of as many 
specialists, nor do they occur often without anomalous 
accompaniments. Tracheoesophageal fistula, for ex- 
ample, is regularly associated with defects of the ribs 
or spinal column or both. The person with anomalies is 
only an isolated unit of a larger dynamic process, like 
a single “still” removed from a moving-picture strip 
or like a child crippled by poliomyelitis. The evidence 
is overwhelming that many, if not most, anomalous 
children have survived a temporary intrauterine stress. 

It is almost imperative to present this viewpoint at 
a time when many millions of dollars have been spent 
without eliciting substantial evidence that radiation 
has induced mutations among the wartime residents of 
Hiroshima. Assertions that a race of monsters and 
sports is the likely price of discovery of nuclear fission 
are unsupported. The one indisputable effect upon 
the unborn is the development of brachycephaly and 
mental retardation as an acquired anomaly in 11 babies 
of mothers pregnant and standing within three-quar- 
ters of a mile (1,200 m.) of the hypocenter at the 
time of the explosion; these defects were not found 
among the progeny of mothers at greater distance. In 
addition to the radiation injury there were other factors 
of maternal stress when the bomb exploded: tre- 
mendous heat, concussion, trauma, and, very likely, 
infection, shock, and hemorrhage as well. All the 
tragic evidence is that the malformations were ac- 
quired and not inherited. The practical demonstration 
is the direct effect of high dosage of ionizing radia- 
tion upon the mammalian conceptus and not a con- 
firmation of dire speculations about mammalian mu- 
tations. 


Prevention of Anomalies 


As for the prevention of anomalies occasionally due 
to rubella and perhaps some of the childhood diseases 
like mumps or chicken pox, the problem would seem 
to be largely solved if mothers let their small children 
get these infections naturally and develop natural 
immunity in nursery school and in the grades. Other 
immunities—to pertussis, for example—are conferred 
by injections and appropriate boosters; their benefits 
in pregnancy are unmeasured but probably real. The 
possibilities of preventing influenza during pregnancy 
—perhaps through a vaccine administered before the 
event—are worthy of consideration, As I see it none of 
the virus diseases, even rubella, is necessarily terato- 
genic on the one hand or easily exonerated on the 
other. But given a constellation of adverse maternal 
factors to start with—anemia, hypothyroidism, organic 
heart disease, systemic hypertension, retroflexion, and 
tumor of the uterus—the effect upon the maternal 
organism may be that of triggering off critical stress 
that leaves its impress on the conceptus for life, if 
indeed it does survive, If not, of course, it becomes a 
prenatal death, whether the name be abortion, mis- 
carriage, or stillbirth. 

The point of departure in 1955 for a reappraisal of 
the century-old nature-nurture controversy about the 
origin of congenital defects is the certainty that the 
scars of even a transitory maternal disease may on 
occasion remain manifest for a lifetime as a congenital 
malformation, even as a withered arm may mark 
avulsion of the brachial plexus at birth for the rest 
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of a person’s life. Like the withering arm that develops 
before our eyes in the months after birth, another 
organ may wither away to a vestigial structure before. 
the baby is born. If the stage of development is so early 
that only the primordium has appeared, the extremity, 
be it digit or be it hand or foot, may be disturbed into 
agonal twinning; and after the child is born the defect 
remains, like the scar of a bullet wound, as mute evi- 
dence of what was once a dynamic process. 

After meditating about these complex facts and 
the principles they express for several years, my own 
conclusion is that it is high time to reexamine the 
whole galaxy of human prenatal defects apart from the 
context of Mendelian genetics against which they are 
customarily presented. Mankind’s approach to better- 
ment should not ignore genetics; but neither should it 
assign the objective of prevention to genetics. The 
path to the control of prenatal defects is through the 
concerted use of preclinical disciplines—anatomy, 
pathology, embryology, embryonic pathology (which 
is to say teratology), physiology, chemistry, and bac- 
teriology—and the clinical sciences, especially obstet- 
rics, pediatrics, medicine, and roentgenology and such 
public health disciplines as biostatistics and epidemi- 
ology. Some way of judging the efficiency of preventive 
effort is needed. A direct count is indicated at com- 
munity levels in order to compute rates at which a 
handful of selected malformations occur. I would 
suggest cataract, deafness, Mongolism, tracheoeso- 
phageal fistula, hydrocephalus, cleft palate, and spina 
bifida as yardsticks for the living and anencephalus 
for the dead. 

Control itself is indirect. Hutchinson's teeth are 
prevented not by attention to the teeth but by con- 
trolling syphilis. Congenital cataract due to rubella - 
will diminish when rubella is encouraged to spread 
freely among the young. Much mental retardation and 
cerebral palsy is expectedly prevented when hypoxia 
is prevented. Age and parity also play their parts. 
Older women run a greater risk of adversity during 
pregnancy than do their younger sisters, and their 
acute mishaps and chronic stresses may lead more 
frequently to Mongolism; hence emphasis should be 
devoted to preparation for pregnancy, particularly 
of older women, and the avoidance of additive stresses. 
Evaluation is logically made of gynecologic status 
and such chronic conditions as blood and endocrine 
dyscrasias and cardiovascular and renal diseases, and 
remedial action is taken. Women with Rh-negative 
blood of course should not be given Rh-positive trans- 
fusions. Sensitization is also a function of increasing 
numbers of pregnancies, a fact that deserves further 
study. Diabetes should be controlled before and from 
the earliest stages of pregnancy; nor should it be over- 
controlled, for insulin is a teratogenic agent. Elective 
flights, operations, and dental procedures of magnitude 
are desirably undertaken before pregnancy or else 
postponed. 

An improved quality of our offspring is in sight, 
even as an improved infant mortality was in sight at 
the turn of the century. That significant improvements 
will come about as by-products of healthy mothers 
and healthy gestations is reasonably certain. In a 
mammalian model that enables methodical study of 
the problem of congenital deformity in the laboratory, 
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the forces determining congenital defects can be 
isolated and evaluated one by one, and the principles 
discovered can be taken back into the field for critical 
evaluation on human beings—like the vaccine against 
poliomyelitis. 

The implication of all that is known of maternal 
rubella, syphilis, toxoplasmosis, and influenza; of the 
effect of thiouracil, lead, or carbon monoxide poison- 
ing during pregnancy; of diabetic, hematological, 
circulatory, and dietary disturbances; and of traumatic, 
radiation, and hypoxic diseases of the mother, placenta, 
and embryo is that many, if not most, congenita! 
anomalies will be eventually brought under control as 
appropriate scientific studies clarify causes. The causes 
are additive in various combinations. To single out 
massive exposure to ionizing radiation for a last com- 
ment, I would suggest that hydrogen bombs can cause 
such direct havoc to a whole population—the old and 
the young and the embryonic—by their immediate, 
delayed, and cumulative effects that little is to be 
gained at this point by concentrating on the macabre 
speculation that the impact is to be measured in muta- 
tions and inheritable monstrosities. 


Summary 
Extensive researches carried on at the Harvard 
School of Public Health during the past decade indi- 
cate that most congenital anomalies originate as fetal 
manifestations of critical stress in pregnancy. Specific 
anomalies of the central nervous system or the skeleton 
were produced experimentally as localized expressions 
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of hypoxic stress, Vascular injuries and incomplete re- 
pair led subsequently to deformities of the ribs and 
spine, cleft palate, eye defects, and abnormalities of 
the brain that were evident at birth. Distinctions 
among the various defects observed were more appar- 
ent than real. Differences were clinical and in end-re- 
sult, not in cause. These differences, between a defect 
of the eye and a rib, for example, depended on the 
time in pregnancy when injury occurred and on chance 
factors, such as where the impact fell. 

The net result of these laboratory researches has 
been to produce an animal model as useful for the 
systematic study of the causes of congenital detects in 
mammals as the insect (fruit fly) model so long used 
in genetics. The animal model should be of permanent 
use because it can be adapted for combined study of 
both genetic and environmental factors. However, 
understanding and control of environmental stresses 
takes precedence over genetic considerations in ap- 
proaching the human problem, and this has been the 
direction that our research is taking. 

The long-term strategy leading to a partial control 
of congenital anomalies seems clear. It is to use on a 
combined front the threefold forces of laboratory, 
clinical, and epidemiological methodologies, just as has 
been done in conquering diphtheria or smallpox and as 
is being done with poliomyelitis. The field of acquired 
congenital anomalies emerges as of equal stature 
with genetics itself; it surpasses genetics in its promise 
as an applied science to the problem of congenital 
detects in human beings. 


USE OF HEXAMETHONIUM AND DIBENZYLINE IN DIAGNOSIS 
AND TREATMENT OF CAUSALGIA 


Fred D. Fowler, M.D. 


and 
Marvin Moser, M.D., Washington, D. C. 


Since the syndrome of causalgia was described by 
Mitchell, Morehouse, and Keen in 1864, it has been 
generally recognized as an important problem asso- 
ciated with the care of traumatic injuries. Webb and 
Davis * report an incidence of 2.1% in a series of 3,326 
cases of peripheral nerve injury. Causalgia is most 
frequently associated with injuries of the median and 
sciatic nerves and usually occurs with incomplete 
lesions. 

The pain, which is the most prominent feature of 
this syndrome, has a burning or aching character. In 
71% of patients the onset is within three days of the 
time of injury, but it may not be noted for several 
weeks or may even be delayed until after neuror- 
rhaphy has been done. The pain is persistent but 
subject to exacerbations that may be provoked by 
emotional excitement, changes in environmental con- 
ditions, or cutaneous stimulation. As a rule it remains 
localized within the cutaneous distribution of the af- 
fected nerve, but occasionally it is more diffuse. In 
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¢ Twenty-five patients who had a variety of painful 
conditions in the extremities with some of the char- 
acteristics of causalgia were treated with two drugs, 
hexamethonium and Dibenzyline, commonly classi- 
fied as sympathetic blocking agents. The hexame- 
thonium was given intravenously; if it relieved the 
pain, it was followed by Dibenzyline given by mouth. 

Six of the patients were completely and perma- 
nently relieved of the pain in this way. In 13 there 
was complete relief during the period of medication 
but some recurrence of pain thereafter. 

Those patients who were not helped by this medi- 
cation likewise had poor results from later surgical 
sympathetic blocking or sympathectomy. 

These drugs are therefore useful as giving either 
permanent relief of causalgia or temporary allevia- 
tion with valuable prognostic indications. 


the more severe cases, there is an intense affective 
response to the abnormal sensation, and the patient 
assumes a defensive, withdrawn attitude—his whole 
attention being absorbed by the agonizing pain in his 


1052 CAUSALGIA—FOWLER AND MOSER 


extremity. Associated with the pain there may or may 
not be other conditions, such as osteoporosis, trophic 
and vasomotor alterations, periarticalar fibrosis, and 
edema. However, as these may be present in nerve 
injuries uncomplicated by causalgic pain, they do not 
constitute essential features of the syndrome. 
Although the typical case is readily recognized by 
anyone familiar with the condition, there are other 
painful sensations that may be present in association 
with nerve injury and regeneration that should not 
be confused with causalgia. It is occasionally difficult 
for the patient to describe his pain adequately, and 


thus it becomes correspondingly more difficult for the — 


physician to ascertain its etiology. Because the clinical 
picture may at times be confusing, it has been gener- 
ally advocated that a diagnostic paravertebral sympa- 
thetic block be done in order to select those patients 
who will be benefited by sympathectomy. This is par- 
ticularly important when treating patients with atypi- 


Results of Treatment of Twenty-Five 
Patients with Causaigic Pain 


Relief with Chemical 
Blocking Agents Results 
— Obtained 


Complete by Surgery 
A 


Perma- ‘Tem- Par “Proeaine Ganglion- 
Cause nent porary tial None’ Block ectomy 
Median nerve injury 
Gunshot wound of leg + 
Median nerve injury a 
Peroveal nerve injury + Good 
Median nerve injury +* 
Peroneal nerve injury +* 
Osteomyelitis 
Postoperative state, remov- 
al of bunion 
Median and radial nerve in- 
jury 
Brachial plexus injury 
Peroneal nerve injury 
Postoperative state, tibial 
nerve injury 
Brachial plexus injury 
Median and radial nerve in- 
jury 
Postoperative state, herni- 
ation of nucleus pulposa 
Median nerve injury 
Median nerve injury 
Postoperative state, remov- 
al of bunion 
Median uerve injury 
Median nerve injury 
Brachial plexus injury 
Sciutic nerve injury 
Neuroma, peroueal verve + None 
Postoperative state, remov- 
al of bunion + None 
Ulnar nerve injury +t + 


Good 


~ 


Good 
Good Good 
Partial 


++ +4+ + $4 + + 


+4+4 


* Two courses of Dibenzyline therapy were needed for complete per- 
manent re 
+ Only wis tried as a blocking agent. 


cal painiul sensations in the extremities following 


trauma, as only a few of these are helped by sympa- 


thetic surgery. Kasmussen and Freedman °* state that 
about 6% of patients with causaigia obtained perma- 
nent relief of pain by only one sympathetic block, 
and that an additional 7% were cured by repeated 
blocks. Thus, in addition to the diagnostic usefulness 
of paravertebral blocks, even the temporary interrup- 
tion of sympathetic nerve impulses may produce com- 
plete and permanent relief of pain. 


J.A.M.A., July 14, 1956 


In addition to the accepted surgical methods of 
treatment some attempts have been made to treat 
causalgia with sympathetic blocking agents, Berry 
and co-workers * have reported on 17 patients with 
reflex sympathetic dystrophy who were treated with 
tetraethy] m. A certain number of these re- 
ceived temporary or occasionally sustained relief of 
their pain following therapy. Rose and Wemple * gave 
intramuscular injections of hexamethonium to 10 pa- 
tients with causalgia, 9 of whom were at least tem- 
porarily relieved of pain. Two of these patients re- 
quired no further treatment, and the other seven had 
subsequent sympathectomy with good result. Because 
of the recent availability of more effective sympathetic 
blocking drugs, it was felt that it would be of interest 
to evaluate the use of these medicaments in the diag- 
nosis and treatment of causalgic pain. 


Materials and Methods 


For this study we selected hexamethonium and 
Dibenzyline 
ethylamine hydrochloride), since they are known to 
have powerful blocking action on the sympathetic 
nervous system. Hexamethonium is a_ ganglionic 
blocking agent that may be given either intravenously 
or subcutaneously. It is poorly absorbed when admin- 
istered orally. Its action is rapid, beginning within 
one to five minutes after injection, and lasts for one 
to six hours. It has been shown that the effect of 
hexamethonium on pseudomotor function, blood flow, 
and vasomotor responses is equal to that obtained by 
sympathetic block or surgery.” 

Dibenzyline is effective both intravenously and 
orally and has been shown to act on the neuroeffector 
junction.” By this means it blocks the effect of cir- 
culating epinephrine peripherally without altering 
conduction in the ganglions. Its action is more sus- 
tained than that of hexamethonium, being in the range 
of 2 to 24 hours. It was therefore felt that this would 
be a more suitable drug for a therapeutic trial after 
the verification ot the diagnosis by the intravenous use 
of hexamethonium. 

Twenty-five patients with a variety of conditions 
were selected tor this study; all had pain in an ex- 
tremity that had some of the characteristics of cau- 
salgia (see table). Some of these had quite typical 
causalgia, others had ill-defined discomfort with a 
burning or aching component to the pain. With the 
patient in the recumbent position, he was first given 
a trial dose of hexamethonium. Over a 10-to-15-min- 
ute period, 50 mg. of hexamethonium in 10 cc. of 
saline solution was injected intravenously, If there 
was complete relief of symptoms on a smaller dose, 
the injection was stopped before the full amount was 
given. On occasion, a placebo injection of saline solu- 
tion was first given in order to ascertain the effect of 
suggestion on the patient’s symptoms. The patient 
was kept recumbent for one-half hour or more after 
the test in order to avoid hypotensive side-effects of 
the injection. The patient was then given Dibenzyline 
orally if the test was positive, except in a few instances 
in which this was used as a diagnostic test for surgery. 
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The usual starting dose of Dibenzyline was 10 mg. 
four times daily. If this amount did not cause im- 
provement after 48 hours, it was gradually increased 
until either a maximum effect had been obtained or 
a total dosage of 120 mg. a day had been reached. It 
was usually found that with the higher doses hypo- 
tensive side-effects became noticeable to the patient, 
and, therefore, the lowest effective dose was used. 
Most patients could be ambulatory without appreci- 
able discomfort on doses in the range of 80 mg. a day. 

The Dibenzyline was given for a three-week period, 
at the end of which time either administration was 
stopped completely or placebo capsules were substi- 
tu'cd. Those patients who did not have continued 
renef of symptoms were either again given the drug 
or subjected to sympathetic surgery, depending on 
their general physical condition and the severity of 
their pain. Some patients who were left with only 
minimal residual discomfort after a course of Diben- 
zyline did not feel that it was annoying enough to 
warrant an operation. 


Results 


Of the 25 patients studied, 6 had permanent and 
complete relief of their pain and required no further 
treatment. Two of these required two courses of Di- 
benzyline to have a permanent result, Thirteen pa- 
tients had complete relief while receiving the drug, 
but the pain recurred to some extent when therapy 
was stopped. Of these 13, 4 required sympathectomy; 
in the others it was felt that symptoms were not severe 
enough to warrant surgery. Three patients had only 
partial relief of symptoms. These were all patients 
who had more than one component to their pain. 
The burning type of pain was relieved, and their resid- 
ual discomfort was of either an aching or paresthetic 
nature. One of these patients subsequently had a 
sympathectomy and, after surgery, experienced the 
same partial improvement that was noted as a result of 
Dibenzyline therapy. Three of the patients in this 
series had no improvement on Dibenzyline therapy. 


One of these had a sympathetic block and one a sym- 


pathectomy, similarly with no relict of pain. The 
third patient had complete cessation of pain when 
given hexamethonium intravenously, but when given 
30 mg. a day of Dibenzyline had no alteration in his 
symptoms. It is felt that this failure was most likely 
due to insufficient dosage of the medicament. 

Out of this group of 25 patients, 15 required no 
treatment other than therapy with hexamethonium 
and Dibenzyline. Four others who had temporary 
relief on medication subsequently had sympathec- 
tomies with permanent relief. Three experienced only 
partial relief, but of these one had no better result 
with sympathectomy than with the blocking agents. 
Three patients had no improvement with administra- 
tion of the drugs, but two of these were not helped 
by procaine block or sympathectomy, and one prob- 
ably did not receive sufficient amounts of Dibenzyline 
to be therapeutically effective. 


Conclusions 


In the treatment of any large number of traumatic 
injuries, the problem of causalgia is ever-present. The 
surgical treatment of this condition by the interrup- 
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tion of the sympathetic nervous pathways has been 
shown to be efficacious. [t has been found that, by 
the use of chemical sympathetic blocking agents, a 
certain proportion of these patients can be either 
temporarily or permanently relieved of their pain. 
Also, those patients in this series who have not been 
helped by medication have likewise had a poor result 
from surgery. It is felt, therefore, that, as a method 
of predicting the outcome of sympathectomy in cau- 
salgia, these drugs are quite reliable. The importance 
of adequate amounts of Dibenzyline is shown by one 
of our failures, in which relief was not obtained with a 
small dose of Dibenzyline even though hexamethon- 
ium stopped the pain. If the amount of Dibenzyline 
that must be given to produce relief is so large that 
the side-effects become troublesome to the patient or 
if improvement is not sustained after the drug is 
stopped, surgery is indicated if the symptoms are 
severe enough to warrant it. For the immobilized 
orthopedic patient with concomitant nerve injury and 
causalgia, drug therapy is useful to make the patient 
comfortable until sympathetic surgery can be done 
conveniently. 


300 Longwood Ave., Boston (15) (Dr. Fowler), 
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Mecamylamine, a Hypotensive Agent.—Mecamylamine seems to 
be completely absorbed from the intestinal tract of man. The 
hypotensive effect began after 1 hour, reached the lowest value 
at 2 hours and disappeared in 6 to 12 hours. In equipotent 
hypotensive doses mecamylamine did not produce as marked 
an inhibition of sympathetic vasoconstrictor reflexes as had been 
observed previously with hexamethonium. In 36 patients with 
severe hypertension treatment with mecamylamine in an aver- 
age dose of 29 mg. per day was followed by a mean reduction 
in blood pressure ot 21% systolic and 16% diastolic in the supine 
position and 27% systolic and 20% diastolic in the erect position. 
Continuous treatment for one to four months trequently resulted 
in mmprovement in the optic tundi and occasionally in the elec- 
trocardiographic patterns A decrease in blood urea nitrogen 
levels also was noted in most patients exhibiting slight eleva- 
tions but not in those with marked nitrogen retention. The side- 
effects were typical of those experienced with other ganglion- 
blocking agents. In the majority otf patients the development 
of “tolerance” was slight or nonexistent. Ihe addition of small 
doses of hydralazine appeared to produce a slight additional 
hypotensive effect in 3 of 13 patients. Reserpine seemed to 
produce an additional hypotensive effect in 5 ot 11 patients. 
Mecamylamine appears to offer a slight advantage over other 
ganglion-blocking agents in that the eflective dose is much 
smaller, and with careful dosage regulation the blood pressure 
usually fluctuates less than with other blocking agents.—E. D. 
Freis, M.D., and I. M. Wilson, M.D., Mecamylamine, a New, 
Orally Effective, Hypotensive Agent, A.M.A. Archives of In- 
ternal Medicine, May, 1956. 
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EXPLORATIONS IN TESTING DRUGS AFFECTING PHYSICAL AND 
MENTAL ACTIVITY 


STUDIES WITH A NEW DRUG OF POTENTIAL VALUE IN PSYCHIATRIC ILLNESS 


Louis A. Gottschalk, M.D., Fred T. Kapp, M.D., W. Donald Ross, M.D., Stanley M. Kaplan, M.D. 
Hyman Silver, Ph.D., John A. MacLeod, M.D., Julius B. Kahn Jr., M.D., E. Florus Van Maanen, Ph.D. 


and 
George H. Acheson, M.D., Cincinnati 


The customary way of testing the effects of a newly 
developed drug that appears to have an action on 
human behavior and mental functioning has been to 
administer the drug to patients with various clinical 
syndromes or less often to volunteers who are rela- 
tively asymptomatic. After a period of trial, the phar- 
macological and psychological activities of the drug 
are presumably ascertained. There are important 
sources of error in the application of such a clinical 
trial to these kinds of drugs.’ These include factors 
in the personality of the subject, the personality of 
the observer, and the interpersonal interaction of the 
subject and observer. The meaning of the medicament 
to the subject, whether it is a tablet, capsule, or liquid, 
and the route of introduction of the medicament into 
the body can have personal significance to the subject 
that may produce individual symptomatic effects. The 
psychological state of the subject at the time of taking 
the drug may enhance, inhibit, or distort the effect of 
the drug. The subject may not report or observe re- 
liably and accurately the effect. The observer may 
not perceive or conclude accurately the drug’s ac- 
tivity. The nature of the interpersonal relationship 
between the subject and the drug may have subtle 
effects on the experience of the subject. For example, 
the subject may, without knowing it, try to please or 
displease the person giving the drug. So the subject, 
in response to expectations manifested by the ob- 
server, may report having some reactions that have no 
relationship to the active principle in the drug. 

Such methodological problems in the evaluation of 
the psychological effects of certain drugs prompted 
members of the departments of pharmacology and 
psychiatry to collaborate on a study to explore and 
develop methods to find out more precisely the mental 
and behavioral effects of certain drugs and the pitfalls 
of psychopharmacological research. The drug chosen 
for these preliminary studies was pipradrol (Mera- 
tran). 

First Experiment 

The aim of the first experiment was to familiarize 
the investigators with the subjective and behavioral 
effects of the drug at different dosages, to determine 
similarities and differences in its action on a small 
group of asymptomatic individuals, and to explore 
methods of evaluating its effect. 

Procedure.—Three members of the department of 
psychiatry and two members of the department of 
pharmacology first spent a period of time acquainting 


the departments of psychiatry and pharmacology, University of 
Path College of Medicine. 


¢ Various methods that might be used in testing 
the effects of a new drug on physical and mental 
activity were tried in three experiments. In the first, 
the subjects knew what drug (pipradrol) and what 
dosage they were taking; they recorded their own 
impressions, and their behavior was noted by ob- 
servers; thus both subjects and observers became 
familiar with the stimulating effects of the drug. 

In the second experiment, each of eight subjects 
determined for himself the dosage he believed had 
sufficiently marked effects for him to recognize and 
was then tested for his ability to tell the drug from 
a placebo in a set of unknowns; the observers were 
similarly tested for their ability to recognize the be- 
havioral effects of the drug. Half of the subjects and 
observers were correct in all their evaluations. This 
experiment gave the investigators further opportu- 
nity to learn about and correct for erroneous dis- 
criminations because of placebo reactions or other 
false criteria of drug effect. 

In the third experiment, seven of the subjects 
participating in experiment 2 were again tested as 
to their ability to distinguish the drug (in individually 
chosen dosage) from the placebo, and observers 
were tested for their ability to tell, by any desired 
objective criteria, whether the subject was taking 
drug or placebo. The responses of the subjects were 
correct in 47 out of 60 trials, and the reports of the 
observers were correct in 45 out of 60 trials. 

The authors believe that there are advantages in 
using trained subjects such as psychiatrists, psy- 
chologists, and pharmacologists in experiments in- 
volving the psychological effects of drugs and that 
samples of writing and speech lend themselves well 
to objective analysis for determining psychopharma- 
cological reactions. 

Pipradrol, taken by mouth in single doses of from 
2 to 6 mg., increased psychological and motor 
activity. Whether such an effect was manifested at 
this dosage, however, depended to some extent 
on the typical personality of the subject before 
taking the drug. 


themselves with the subjective effects of pipradrol by 
taking, at separate intervals of more than two days, an 
oral dose of 1, 2, and 4 mg. of pipradrol. Each sub- 
ject, on taking the drug, kept a record of his psycho- 
logical and behavioral reactions over a 24-to-36-hour 
period. 

Each subject was simultaneously checked with sim- 
ple objective tests. This was done by <nother member 


| 
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of the group at regular intervals immediately before 
the subject ingested the drug and 1, 4, 8, and 24 hours 
after he had taken the drug. Included were rough 
tests of neuromuscular coordination and visuomotor 
function, such as copying a short paragraph from a 
book and writing about any personal event. With a 
few individuals these tests were timed; for example, 
three-minute samples of copywork and expressive 
writing were obtained. Also, simple tests of general 
mental functioning were administered, such as the 
speed and accuracy of doing arithmetical problems in 
addition and subtraction, the variation in the accuracy 
of estimation of the passage of time, and the speed 
and content of responses to 30 words from the Kent- 
Rosanoff word-association tests. The records kept by 
each subject of his own reactions to the drug and the 
records kept by each observer of the behavior and 
reaction of the subject were kept separate and confi- 
dential until this preliminary experiment was com- 
pleted. 

Results.—With the ingestion of 1 mg. of pipradrol, 
three subjects tended to report feelings of apprehen- 
sion about the effects of medication for the first four 
hours. There also were frequent speculations about 
whether some sensation, emotion, or complex of ideas 
was an effect of the medicament. There was a ten- 
dency to attribute these experiences, anxiously, to the 
medicament. Typical notes made during this four- 
hour period were as follows: “anxiety that associations 
might be impaired tor lecture later in the morning,” 
“feeling of exerting effort to control accuracy in per- 
formance,” “feeling childish about giggling,” and 
“slightly jittery, and feel pushed for speed, pulse 96, 
[30 minutes later] pulse 84.” From four to eight hours 
after taking this dosage, the subjects tended to forget 
that they had taken the medicament and there was 
little or no awareness of fear about the effects of the 
drug. From about 8 to 12 hours after taking the drug, 
there were some reports of feeling less fatigue than 
after the usual day or of being overtalkative, again 
with uncertainty expressed as to whether this was a 
reaction to the medicament. Changes in appetite and 
sleeping patterns were not experienced. One subject 
had, in reaction to the day’s experience, a mild anxiety 
dream about his or others being expected by someone 
to take a fish hook into the mouth. From 24 to 30 
hours after taking the drug at this dosage, most sub- 
jects noted no effect. One subject reported having a 
mild headache and a general reluctance to do any 
more than necessary. In contrast, two subjects noted 
no discernible subjective reactions to the 1 mg, of 
pipradrol. 

In reaction to 2 mg. of pipradrol, three subjects 
reported no apprehension about possible ill-effects of 
the drug. Each of these subjects found individual 
ways of expressing reactions to the drug and appar- 
ently had somewhat similar but at the same time high- 
ly personal subjective experiences. The reactions one 
to four hours after taking the dose might be described 
as an awareness of an increased inner pressure to be 
diffusely active. One investigator noted a “pressure to 
activity . . . and motor restlessness in the upper half 
of normal range for self.” Another noted “feeling mild- 
ly euphoric but not under excessive pressure although 
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I realize that I have been distractible and doing a 
variety of things rather than what I originally planned 
to do.” From 4 to 12 hours after taking this dose, the 
comments ranged from “feeling relaxed, yet produc- 
tivity seems greater,” to “not buckling down to some 
work I intended to do this afternoon but getting other 
things done instead.” Two of the subjects noted a 
change in the sleep pattern, awakening one to two 
hours early without feeling tired, and the other ob- 
served no change in his sleeping habits. No notable 
reactions occurred 24 to 36 hours after taking this 
dose. Again, two subjects noted no discernible re- 
actions to this dose. 

The reactions reported to 4 mg. of pipradrol by 
three subjects were more definite, and the reactions 
were said to be more prolonged than to the 1 and 2 
mg. doses. The self-observations described changes 
in the direction of more spontaneity, more aggressive- 
ness, more free flow of ideas, and more motor restless- 
ness, sometimes with the qualification that output 
seemed to be a bit less well coordinated and inte- 
grated. Insomnia, without sleepiness, characterized 
by early awakening affected three subjects. Mild loss 
of appetite was noted by two individuals. The effects, 
at all three dosage levels, were observed to be subtle, 
at times hard to be sure of, and within the upper or 
lower limits of customary experience for these indi- 
viduals, One subject, who had noted no effects from 
the 1 and 2 mg. doses, with 4 mg. of pipradrol re- 
ported subtle, mild reactions of talkativeness, relative 
unconcern about an unsuccessful laboratory experi- 
ment, and mild insomnia with early awakening. The 
other subject who had noted no reactions to the 1 and 
2 mg. doses could distinguish no notable reactions at 
the 4 mg. level, With a dosage of 6 mg., this investi- 
gator experienced reactions similar to those the others 
had experienced with 2 or 4 mg. 

The simple objective test of each subject's perform- 
ance and behavior did not prove to be of decisive 
value in singling out effects common to all the par- 
ticipants in this study. No gross changes were noted 
in any of the general functions tested, including fine 
muscular coordination, visuomotor activity, speed and 
accuracy of arithmetical calculation, and time percep- 
tion. In two subjects only, the rate of expressive writ- 
ing was timed (for three minutes), when they were 
not aware this was being timed; a significant increase 
( p<0.025) in the number of words written per minute 
was found four to eight hours after taking pipradrol as 
compared to one hour after taking this drug, although 
the subjects were not particularly aware of this in- 
crease. No significant changes were found in the rate 
of copying subject matter. The word-association tests, 
if they revealed anything, showed highly individual- 
istic variations in the content of the associations and 
no notable changes in reaction time. 


Second Experiment 


Purpose.—The aim of the second preliminary ex- 
periment was to explore how well subjects familiar 
with the actions of a drug could discriminate between 
the subjective effects of the drug and a placebo. An- 
other aim was to determine whether the effects of the 
drug on one individual could be detected by means of 
observation and interview by another individual. 
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Procedure.—Five psychiatrists, one psychologist, 
and two pharmacologists took increasing amounts of 
pipradrol, at intervals of two or more days, until each 
individual reached a dose level at which he thought 
he could clearly detect the effect of the medicament. 
Each of the subjects was then presented with a group 
of three pill boxes containing tablets of identical ap- 
pearance. The number of tablets in each group of 
three boxes varied with the amount of pipradro] each 
individual felt he could definitely distinguish. Each 
individual was informed that the tablets in one of the 
boxes contained no active principle; i.e., was a blank, 
but the tablets in the other two contained pipradrol. 
Which of the boxes contained the blank was estab- 
lished randomly and known only by one member of 
the research team who did not take any of the drug. 
The subjects taking the unknown samples kept written 
records of their reactions for 24 hours and listed the 
factors that determined their conclusions as to wheth- 
er or not they had taken pipradrol. 

The subjects were carefully observed at intervals 
during the day the drug sample was taken by another 
member of the team, who tried to determine whether 
the subject was under the influence of pipradrol. Be- 
cause of the relatively inconclusive nature of the ob- 
jective tests tried in the first experiment (except for 
the differences noted in the speed of expressive hand- 
writing ), each observer was allowed to make his ob- 
servations in an unstructured or unsystematic way. 

Results.—The results of this study showed that one- 
half of the subjects, on the basis of their self-evalua- 
tions, correctly designated the contents of the three 
unknowns and one-half of the subjects did not do so. 
Furthermore, one-half of the observers correctly des- 
ignated whether the subject they were studying had 
taken pipradrol and one-half the observers drew er- 
roneous conclusions. This pilot study was not set up 
to establish to what degree of statistical reliability the 
subjects could make such discriminations over the 
limits of chance variation. Rather, it was developed to 
give the investigators further opportunity to experi- 
ence the specific psychopharmacological effect of the 
drug and to determine what effects could be due to 
other factors. Furthermore, those investigators who 
might be “placebo reactors” were given, by means of 
this experiment, an opportunity to improve their dis- 
criminatory ability. An attempt to establish how pre- 
cisely such judgments could be made, and at what 
level of statistical reliability, was part of the experi- 
mental design of a third study to be reported in this 
series. 

The variety of explanations used by the subjects to 
explain their errors in discrimination as to whether 
the tablets they took contained pipradrol may be listed 
as follows: 1. Anxious or distracting preoccupation 
with an acute external stress obscured judgment. 
2. Apprehension about possible deleterious effects of 
the drug interfered with the evaluation. 3, Anxiety 
about certain aspects of the subject-observer relation- 
ship was a source of error; e.g., tension about exposing 
one’s feelings and behavior to a colleague, uneasiness 
about reversal of roles in the hierarchical structure of 
the group (i.e., where an observer who considered 
himself of lower status in the group was in the posi- 


J.A.M.A., July 14, 1956 


tion of a physician or authority figure with a subject 
considered of higher status). 4, The amount of drug 
taken was too small, and consequently reactions were 
too minimal to be certain about, although each subject 
was free to take a dose level at which he felt sure he 
could definitely perceive the effects of the drug. 5. In- 
dependent psychological states of a healthy, asympto- 
matic individual, such as feelings of vigor, confidence, 
well-being, and enthusiasm, masqueraded as the pre- 
sumptive effects of the drug. 6. Incredulousness that 
the subject made an error in discrimination led to be- 
lief that the team member who prepared and arranged 
the group of three drug samples made a faulty listing 
of their contents. 

The observers explained their errors in discrimina- 
tion in ways similar to the subjects, with the addition 
of several points: 1. The behavioral effects of the drug 
on the subject were subtle and hard to detect. 2. The 
drug had somewhat different effects on different indi- 
viduals, and the observer tended to base his judg- 
ments on expectations derived from experience with 
the drug on himself or what he thought it was capable 
of doing. 3. There was a lack of knowledge about how 
to test objectively the specific effects of the drug. 


Third Experiment 


Purpose.—The principal aim of the third experi- 
ment was to determine whether subjects and observers 
could distinguish between the reactions and effects of 
the experimental drug significantly better than would 
be due to chance. 

Procedure.—Five psychiatrists and two pharmacol- 
ogists each took two series of five samples of drug, 
knowing only that some of the samples contained pip- 
radrol and some did not and that the number and ar- 
rangement of these samples containing pipradrol was 
determined randomly (through the toss of a coin) by 
one member of the team not taking the medicament. 
Each subject was permitted to choose and take a dose 
level of the drug that he felt reasonably sure was suffi- 
cient to produce a definite reaction in himself. Each 
sample of drug was taken at an interval of two or more 
days. Twenty-four to 36 hours after taking the un- 
known tablets, the subject wrote down his conclusions 
as to whether the tablets he took contained pipradrol 
and the criteria on which he based his conclusions. 
He then sealed his conclusion in an envelope and was 
not allowed to change his judgment, At the end of 
each series of five unknown samples, the experimental 
opinions of the subjects were compared to the record 
of the actual contents of the tablets. The observed 
and actual data were compared at the end of each 
series of 5 instead of 10 in order to allow and test for 
any possible effect of further learning about the drug’s 
action. 

Each subject was assigned an observer, whose task 
was also to make judgments about whether the sub- 
ject had taken pipradrol. His conclusions were re- 
corded and kept in the same way as the subject’s 
notes. Because the two previous experiments tended 
to indicate the need for further exploration of objec- 
tive methods of evaluating the effects of this particular 
drug, each observer was allowed to try any approach 
to this problem he desired. Some used psychiatric in- 
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terviewing techniques of various kinds, some took 
timed tape recordings of the subject’s verbalizations 
in response to a standardized question, and some tried 
other methods. 

Results.—This experiment demonstrated that the 
subjects as a group were, by this time in their experi- 
ence with the effects of pipradrol, well familiarized 
with and trained as to its action. They were able to 
make significantly better judgments about whether 
they had taken pipradrol than would be expected by 
chance alone (p<0.001); out of 60 trials, 47 judgments 
were correct. The observer's evaluations were also sig- 
nificantly better than would be expected by chance 
(p<0.001); out of 60 trials, 45 judgments were correct. 
The specific findings are given in table 1. The explana- 
tions for errors made by the subjects and observers in 
this test of discrimination were similar to those found 
in the second experiment. 

In the objective evaluation of the effects of this 
drug, two types of variables were found most fruitful. 
One variable was the output of speech per unit time. 
With pipradrol the output of speech was increased. 
This observation can be illustrated best in the studies 
done on subject 4, who during his double-unknown 


TABLE 1.—Number of Correct Discriminations on Whether 
Pipradrol Was Ingested, Made by Subjects and Observers, 
During Double-Blind Test (Third Experiment) 

Correct Discriminations in 


ce Each Group of 5 Samples 
Pipradrol in A 


Subject No. Drug Samples, Mg. | By Subject | By Observer - 

1 2 5 

1 2 4 

2 3 4 3 
2 8 4 3 
3 3 4 3 
3 3 2 2 
4 4 5 4 
4 4 4 5 
6 4 3 4 
5 4 5 5 
6 4 4 4 
7 6 3 3 


Total out of possible 60....  47* 


45 
* These results indicate the subjects were able to discriminate accurately 
between the — effects of pipradrol and a placebo (chi square = 


10.5; <0.00 


tests was asked to associate freely for three-minute 
periods before and approximately 2, 6, and 24 hours 
after ingestion of the unknown substance. These verb- 
alizations were recorded on an electronic tape record- 
er, the material was transcribed, and the number of 
words spoken per three-minute period was tabulated. 
The mean number of words spoken in three minutes 
after pipradrol was 327 and after the inactive sub- 
stance was 294. The significance of the difference be- 
tween these means was: p<0.03 (table 2). The other 
objective variable notably modified when the subjects 
were under the influence of pipradrol was the the- 
matic content of speech. Where this characteristic 
was systematically observed, a significant increase was 
found in the number of references to actual or ex- 
pected accomplishments and strivings for recognition 
when the subject took pipradrol. Again, in subject 4, 
who was the only subject observed by this method, 
these observations can be illustrated graphically from 
counts of recurring thematic contents in three-minute 
verbal samples recorded 2, 6, and 24 hours after his 
taking the unknown substance (pipradrol or a place- 
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bo) in this experiment (table 3). Table 3 also illus- 
trates that this subject, as well as several other sub- 
jects, experienced insomnia and tension as part of the 
effect of this drug. 


TABLE 2.—Effect of Pipradrol on Word Output® in Subject 4 


After Pipradrol After Inactive Control 


257 234 
280 251 
289 252 
305 265 
307 267 
$22 284 
825 287 
334 292 
335 292 
336 300 
338 310 
346 315 
855 342 
362 347 
414 374 
4,905 4,412 
= 327.0t Mean = 
S.D = 36.3 = 


* Per 2 min. about 2, 6, and 24 hours after bm 
+ Significance of difference between means of these two series: p<0.03. 


Secondary defensive reactions were noted to the 
increased psychomotor push induced by pipradrol. In 
more freely aggressive individuals, the addition of 
pipradrol-induced urges to be more active tended to 
evoke responses of anxious discomfort. In individuals 
of a hypoactive or inhibited nature, the pipradrol- 
induced stimulation to activity tended to evoke sub- 
jective reactions of euphoria. 


Comment 


The difficulties of evaluating and describing the 
psychological and behavioral effects of drugs that 
seem to have an action on the central nervous system 
are well illustrated in this series of three experiments 
with one new drug, pipradrol, as a prototype. In our 
studies there was not the problem in getting coherent 
and detailed reports of psychological reactions that is 
often encountered with patients having a psychiatric 
illness. The subjects were actually well-trained and 
disciplined observers of subjective reactions, and yet 


TABLE 3.—Effect of Pipradrol on Content of Speech 
of Subject 4 During Double-Blind Study 


No. of Thematic _Ttems/1,000 Words 
“Pipradrol Verbal Placebo Verbal 
Samples* Samplest 


References Made to soe 
or Expected Even 


Accomplishments, 15.9 7.5 
for recognition? 

Decreasing accomplishmenta, 2.6 9.3 
strivings for recognition 

Physical injury to people 1.6 3.0 

Relaxation, sleep 0.8 3.4 

Tension, insomnia 5.3 11 

with ineluding use 4.9 5.9 
of “we, “us,’ 

Separation from sade 0.4 0.5 


* 15 3-min. samples dro speech produced about 2, 6, and 24 br. after 


tuking 4 mg. of pipradrol. 
3-m amples of speech produced about 2, 6, and 24 hr. after 
taking 4 me. of an ante substance. 


} The difference between the number of verbal references made in these 
two situations was statistically significant: p <0.025. 


errors occurred. We are inclined to consider that the 
errors in observation made by ourselves, both as 
the ones who experienced and evaluated the effects 
of the drug on ourselves and as the ones who observed 
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the effects of the drug on others, may be magnified 
many times in some other methods of assessment of 

logical relationships. In particular, we 
believe’ ‘that the personal apprehensions, faulty ex- 
pectations, and misjudgments we found in both the 
“patient” and “physician,” which are not generally 
written about in clinical reports on the effects of drugs, 
do actually occur, perhaps to a more marked extent, 
in many other studies. 

In the main, our collaborative studies have concen- 
trated on sources of error and improving methods in 
evaluating the activity of drugs having primarily sub- 
jective and behavioral effects. The specific findings 
about the action of pipradrol have been rather a sec- 
ondary aim of our work. We think our experiments 
show that, though there are many sources of error in 
introspective data, with proper procedures and experi- 
mental controls the data of introspection and self- 
observation can be quite reliably evaluated in psycho- 
pharmocological research. In this respect, our work 
confirms that of H. K. Beecher,’ who has been a pio- 
neer investigator in the relationships of pharmacolog- 
ical action and subjective response. 

Among useful technical aids in objective evaluation 
of drugs thought to affect psychomotor responses, we 
found extremely useful the obtaining of timed sam- 
ples of writing and speech elicited at regular intervals 
(after administration of the drug) by standardized 
instructions to write or to talk about any interesting 
or dramatic experience. Analysis of both the form and 
the content of these verbal productions revealed sig- 
nificant differences in the output of speech and the 
content of speech with pipradrol as compared to a 
placebo 

Our studies enable us to make certain generaliza- 
tions about the psychological and behavioral action of 
pipradrol. We observed in our subjects, with dosages 
of 2 to 6 mg., that pipradrol tends to increase (1) the 
urge to be physically active, (2) the frequency of talk- 
ing or other participation in a group situation, (3) the 
output of speech and writing (p<0.03 in the only sub- 
ject examined by rigorous testing procedures), and 
(4) the number of verbal references to achievements 
and _striyi recognition. (p<0.025, in the only 
corded), Some individuals reported mild euphoria, 
and others reported feelings of tension and displeas- 
ure in reactions to effects of this drug. At least one- 
half of the subjects reported mild insomnia in the form 
of early awakening without feeling any sleepiness. Our 
studies do not indicate whether pipradrol has effects 
that can be distinguished from certain other stimulat- 
ing drugs or their derivatives, such as caffeine and 
amphetamine. 

The method of free-association for intervals of 15 to 
30 minutes during the 24 hours following the ingestion 
of pipradrol or a placebo also proved to be fruitful for 
following changes in the thematic content of speech 
_ (and thought) induced by pipradrol. Only subject 5 
was studied by this method of interview. He revealed, 
during the action of pipradrol, anxious preoccupations 
that someone might get hurt by too free an expression 
of aggression; the verbalizations of such thoughts and 
memories Occurred infrequently when the subject had 
not taken pipradrol. 
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Summary and Conclusions 


A team of psychiatrists and pharmacologists collab- 
orated on a series of experiments aimed to develop 
methods of evaluating the subjective and behavioral 
effects of new drugs. The experimental drug used in 
these studies was pipradrol (Meratran). A feature of 
these studies was that each participant took varying 
doses of the drug and kept notes of his own subjective 
and behavioral responses, while another member of 
the group made observations on the subject's re- 
actions. The studies included a test of how accurately 
the subjects and observers could judge whether pipra- 
drol or a placebo had been taken. After two prelimi- 
nary periods of familiarizing themselves with the spe- 
cific subjective reactions they had to the drug, the 
subjects demonstrated a sound ability (p<0.001) to 
discriminate between pipradrol and a placebo in a 
double-blind experiment; 47 judgments out of 60 trials 
were correct. These findings support the viewpoint 
that the data of introspection and self-observation are 
reliable for the scientific investigation of psychophar- 
macological relationships, provided proper research 
procedures and controls are used. 

Results of attempts to discriminate between the ef- 
fects of pipradrol and a placebo through interviews 
with and other observations of subjects were also sig- 
nificantly better than would be expected by chance 
(p<0.001); 45 judgments out of 60 trials were correct. 
Errors in judgment as to the effect of the drug were 
found to arise from factors in the personality make-up 
of the subject, the personality of the outside observer, 
and the interpersonal interaction of the subject and 
observer. Individual differences were noted in (a) the 
dosage level at which subjects could detect the effect 
of the drug, and (b) the psychological effect of the 
drug on different individuals and on the same indi- 
vidual at different times. 

Some contributions were made toward solving 
methodological problems in psychoph logical 
research. 1. We can recommend the use of trained 
subjects who will communicate their subjective expe- 
riences both freely and coherently. 2. We have found 
that samples of writing and speech, elicted in a 
standardized way but encouraging free expression, 
lend themselves well to objective analysis at the level 
both of form and of content. 

The drug pipradrol, taken orally in a single dose of 
from 2 to 6 mg., tended to increase psychoiogical and 
motor activity. In reaction to this effect, some indi- 
viduals reported mild euphoria and others reported 
tension and displeasure. One-half of our subjects had 
reactions of mild insomnia. The problem of evaluating 
the subjective and behavioral effect of a drug involves 
a study not only of the drug but also of man. 


This study was supported in part by a research project grant from the 
anges Institute of Ml Mental Health, Department of Health, Education, 
and Welfare. 
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EFFECT OF THE DOCK CIGARETTE-SMOKING TEST 


ON THE BALLISTOCARDIOGRAM 


SURVEY OF A “NORMAL” MALE POPULATION 


Capt. Murray Strober (MC), U,S.A.F.R. 


Ballistocardiography has been able to provide a new 


~ kind of information about the mechanics of the cir- 


culatory system, related to the pumping action of the 
heart. Several reports have appeared in the literature 
that have drawn attention to the fact that ballisto- 
cardiograms of patients with coronary disease are fre- 
quently abnormal.’ These tracings may be abnormal 
when other circulatory tests are normal.'* Caccese 
and Schrager * first noted that cigarette smoking occa- 
sionally made normal tracings abnormal in a group of 
healthy young men. Various types of stimuli have 
been tried to make the ballistocardiograms of patients 
with coronary disease more impressive. A simple test, 
based on the effect of cigarette smoking, seems to be 
the most effective. This test was first discussed by 
Dock.’ Henderson* and Davis and co-workers ®* util- 
ized this procedure as a clinical test. Davis and co- 
workers noted that, after cigarette smoking, the bal- 
listocardiograms of patients with coronary artery 
disease deteriorated nine times as often as did those 
of control subjects. This effect is probably due to 
nicotine, as the sublingual administration of nicotine 
can reproduce similar ballistocardiographic deteriora- 
tion.” A _ ballistocardiographic survey with use 
the Dock cigarette-smoking test was conducted at the 
Smoky Hill Air Force Base in Salina, Kan. 


Methods 


_ Male personnel were urged to report to the hospital 
by squadrons for a ballistocardiogram. They were 
urged not to smoke for at least one hour prior to the 
examination. Each subject was interviewed in a re- 
ception room. The following information was re- 
corded: name, rank, serial number, organization, age, 
height, weight, blood pressure, family history of coro- 
nary disease, history of angina-like chest pains, present 
occupation, and permanent home address. The inter- 
viewer gave to all groups the same information on the 
nature of the study. He emphasized the fact that the 
procedure was painless and that relaxation during the 
examination was essential. Patients, in general, were 
very cooperative. 

The tracings were taken in an adjacent, quiet room. 
An immovable, heavy table was used. It was mounted 
on a solid concrete floor. A single patient was studied 
at one time; a second patient was admitted to the 
examining room to watch the proceedings and to relax 
while awaiting his turn. The Dock-type electromag- 
netic shin pick-up ballistocardiograph was employed. 
Recordings were made with a standard direct-writing 
electrocardiograph. Lead 1 was recorded on the elec- 
trocardiogram. This was followed by a tracing of lead 
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® Ballistocardiograms were obtained from adult 
male volunteer subjects before and after a standard- 
ized amount of tobacco smoking. Tracings were 
scored by the Brown grading system. Electrocardio- 
grams were made simultaneously from lead 1. 

In the youngest men, no ballistocardiographic ab- 
normalities were found before smoking, and less 
than 1% developed such abnormalities as a result 
of the smoking test. The percentage of ballistocardi- 
ograms scored as abnormal increased steadily from 
the youngest (18 to 24) to the oldest (60 to 65) age 
groups. In the 275 men of the 31 to 37 age group, 
the percentage of abnormalities was 4.2; in the 177 
men of that age group who consented to smoke, the 
percentage of abnormalities after smoking was 15.3. 
The incidence of abnormal tracings after smoking 
increased from 3.05% in the 25 to 30 age group 
to 72.7% in the 45 to 51 age group. Not one bal- 
listocardiogram showed any significant improvement 
after smoking. Abnormal responses to smoking were 
noted in the obese group regardless of age. 

The results indicated that age and obesity increase 
the likelihood of abnormal ballistocardiographic re-— 
sponses to smoking and suggested that the test here 
described may detect asymptomatic coronary ar-. 
tery disease. 


1 with the ballistocardiogram superimposed to identify 
the ballistic waves. A base-line ballistocardiogram 
was then taken and repeated after the patient had 
inhaled about three-fourths of an unfiltered cigarette. 
The electrocardiograph was standardized for each 
subject. Standardization of the ballistocardiograph 
was not possible. Tracings were interpreted according 
to the Brown grading system.’ 


Results 


A total of 2,736 tracings were recorded. No attempt 
at selection was made, except that the study was re- 
stricted to male personnel presumably in normal health. 
The sample studied represents a fair random sample 
of the male population at the Strategic Air Command 
Base. Tables 1 and 2 summarize the results of the 
survey according to age distribution. The statistics 
revealed that the degree of abnormality of the trac- 
ings, both before and after smoking, increased with 
advancing age. Since grade 1 tracings can be due to 
extracardiac factors, this type of tracing was grouped 
separately and not considered abnormal. Significantly 
abnormal tracings are those of grades 2, 3, and 4. 
Prior to smoking, there were 35 abnormal tracings out 
of 2,265, or 1.55%. After smoking, 85 out of 1,725 
tracings were considered abnormal, or 4.93%. There 
were 189 subjects who, being nonsmokers, refused 
to smoke. 
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In the survey there were 132 subjects who were 
felt to be clinically obese by the interviewer. Of these, 
17, or 12.87%, were noted to have abnormal base-line 
tracings. Only 0.76%, or 19 of 2,504 subjects, who 
were not obese had abnormal base-line tracings. Of 
the 120 smokers in the obese group, 26, or 44.83%, had 
abnormal tracings after smoking. In the nonobese 
group, 59 out of 1,667, or 3.54%, had abnormal trac- 
ings. There were 5 out of 232 rated officers on flying 


TABLE 1.—Results of Ballistocardiograms Before Smoking in 
2,736 Patients, Summarized According to Age Distribution 


Abnormal 
Grades Teehni- 
Abnor- Sub- eally 
To- mal total Grade Poor Total 
Age Normal 2 3 4 tal %* t 1 Traces 3 


18 

ef 14338 00 0 90 0.00 1,433 139 65 1,637 
25 

oe 48 20 0 2 0.48 460 78 18 556 
31 

My 275 1206 «O FW 4.18 287 99 14 400 
38 

120 O 17.39 69 33 3 105 
45 

to 6. 41-6 45.45 20 1 82 
51 

52 

to 1 BA Og 75.00 4 1 0 5 
59 

60 

601 0 100,00 1 0 0 1 
Total 2,230 82 3 0 35 2,265 370 101 2,786 
* Total abnormal grades / ride > 

+ Subtotal = normal tracings bnorm 


+a rmal t 
t Total = subtotal + grade 1 + ‘traces. 


TABLE 2.—Results of Ballistocardiograms After Smoking in 
2,736 Patients, Summarized According to Age Distribution 
Abnormal 
Grades ‘Techni- 


Sub- cally 
To- Abnor- total Grade Poot Non- Total 
Age Normal 2 3 4 talmal%* + 1 Traces smokers ? 


18 
to 
24 


0.938 1,076 382 120 1,637 
25 
348 8 3 0 380 359 148 14 35 356 
31 
38 
or 46 4 6 0 2 30.30 6 3 3 6 105 
45 
3 5 80 8 1 2 32 
52 
to 0 0 2 1 8 100.00 3 2 0 0 5 
39 
60 
0 3.9 3. 0 0 0 1 
Total 1640 61 23 1 8 1,725 734 88 189 2,736 


* Total abnormal grades / subtotal. 
+ Subtotal = normal tracings + abnormal traces 
t Total = subtotal + grade 1 traces + technically poor traces. 


status who had abnormal base-line tracings. After 
smoking, there were 12 officers with abnormal re- 
cordings. ’ 

Report of Cases 


Case 1.—A well-developed 24-year-old staff sergeant was in 
good health. There was no history of coronary disease in the 
family. The base-line ballistocardiogram was normal but be- 
came markedly abnormal after the sergeant smoked a cigarette 
(see figure). This patient exhibited an abnormal tracing after 
smoking. An identical abnormal response was reproduced on 
another occasion. This type of response was seldom noticed 
during the survey. The sergeant was advised to stop smoking, as 
the test indicated that he might be sensitive to nicotine. 
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Case 2.~—In February, 1955, a 52-year-old master sergeant 
appeared for the survey test. His base-line tracing revealed an 
abnormal Brown grade 2 pattern. The tracing showed minimal 
further deterioration after smoking. One month later, the ser- 
geant appeared on sick call in severe congestive heart failure. 
He had a six-week history of shortness of breath associated with 
mild chest discomfort on exertion. The positive physical find- 
ings included tachypnea, slight cyanosis, rales in both lung 
bases, sinus tachycardia with an apical rate of 110 per minute, 
an audible diastolic gallop, enlargement of the left side of the 
heart, a liver that was palpable two fingerbreadths from the 
right costal margin, and 4+ pitting edema of the lower ex- 
tremities extending to the sacrum. 

The initial laboratory data, which included a complete blood 
cell count, urinalysis, Veneral Disease Research Laboratory 
test, and determination of levels of nonprotein nitrogen, choles- 
terol, and fasting blood sugar, were all normal. The cephalin 
flocculation test was 2+ in 48 hours. A roentgenogram of the 
chest showed congestive changes at the lung bases, a small effu- 
sion at the base of the right lung, and enlargement of the left 
ventricle. A 12-lead electrocardiogram revealed left axis devi- 
ation, sinus tachycardia, and inverted T waves in AVL. 

The patient had a dramatic response to treatment, which in- 
cluded mercurial diuretics, a low-salt diet, and oral digitaliza- 
tion. He lost 46 lb. (20.9 kg.) during the three weeks of hos- 
pitalization. The cyanosis, dyspnea, cardiac enlargement, tachy- 
cardia, enlargement of the liver, and the ankle edema resolved. 
Prior to discharge from the hospital, a repeat ballistocardiogram 
was perfermed. This showed definite improvement in the bal- 


id 
a Ay * ied 


A, normal base-line ballistocardiogram of patient in case 1. B, abnormal 
ballistocardiogram of same patient after smoking cigarette 


listic configuration. The sergeant was maintained as an out- 
patient on therapy of 0.2 gm. of digitalis leaf and a low-salt 
diet. The diagnosis was coronary artery disease with congestive 
heart failure. 

This case might have been detected and treated 
earlier if the patient had been referred for further 
study at the time the survey test was performed. The 
ballistocardiogram may show definite improvement in 
its configuration after the correction of heart failure.* 


Comment 


The results obtained from this survey indicated that 
the vast majority of young male personnel at this base 
had a normal response to the ballistocardiographic 
cigarette test. This study correlates quite well with 
the work of Kelly and co-workers,® who found no ab- 
normal ballistocardiograms either before or after 
smoking in a consecutive series of 100 healthy high 
school lads. The smoking test does not reflect a posi- 
tive response to a moderate degree of coronary ar- 
teriosclerosis, since abnormal traces after smoking are 
rare in persons under 30 years of age.” Lober *® dem- 


onstrated that coronary sclerosis begins in infancy 
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and advances with age. There is an increase in the 
rate of change of sclerosis in persons in the third 
decade of life just when abnormal ballistocardio- 
graphic responses to smoking appear. This survey re- 
vealed that the incidence of abnormal tracings after 
smoking increased thirtyfold in persons between 30 
and 60 years of age. Abnormal responses were also 
noted in the obese group regardless of age. 

It was interesting to note that not one ballistocardio- 
gram showed any improvement after smoking. A rise 
in the amplitude of the systolic waves was occasionally 
observed after the patient smoked. In approximately 
15% of the patients tested, there was about a 20% in- 
crease in the heart rate after smoking. This response 
was more common in the younger age groups. 

One hundred one, or 3.7%, of the ballistocardio- 
grams were considered poor tracings and were not 
interpreted. These patients were invariably tense and 
visibly nervous. Tachycardia, hyperventilation, and a 
coarse body tremor after smoking were the most com- 
mon causes for an unsatisfactory tracing. The recogni- 
tion of artefacts and the importance of differentiating 
them from cardiac abnormalities has been empha- 
sized.'' The ballistocardiograms were taken according 
to the method recommended by Dock and co-workers." 
Lead 1 of the electrocardiogram showed no significant 
abnormalities of the P-R or Q-T interval. In a few 
cases, premature auricular and premature ventricular 
contractions were noted. Two cases of dextrocardia 
were detected because lead 1 appeared as the mirror 
image of normal. These cases were subsequently found 
to be asymptomatic and were associated with situs in- 
versus. There were no cases in which short or absent 
K waves were noticed on the ballistocardiograms to 
suggest the presence of coarctation or thrombotic oc- 
clusion of the abdominal aorta.'* 

It is not clear at present whether the cardiovascular 
effects of nicotine are primarily dependent on coronary 
vasoconstriction, generalized vasoconstriction, direct 
myocardial effect, the action of nicotine on cardiac 
ganglions, or a combination of factors.’ Thus, the 
“precise explanation for abnormal ballistic complexes 
after smoking remains obscure. The relation to coro- 


nary disease is definite.'* The abnormal ballistic re-. 


sponse to smoking is noted in those patients who 
experience none of the familiar reactions to nicotine, 
such as palpitation, tremor, or dizziness, even with the 
first cigarette of the day." 

Since grade | base-line traces can be produced by 
extracardiac factors, no significance was placed on 
them in this survey. Those base-line tracings with 
more marked abnormalities, corresponding with 
Brown's grade 2 pattern, were considered significant. 
In most subjects with such traces, there is either ob- 
vious evidence of heart disease or follow-up studies 
bring to light proof that heart failure or myocardial 
infarction appeared later.“ A long-term follow-up 


program is planned to determine what will happen to 
those subjects who had abnormal base-line tracings or 
who had an abnormal response after smoking. Per- 
haps in those subjects who subsequently experience 
acute myocardial infarction, characteristic patterns 
may be found in reviewing their survey records. 
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With our present aircraft flying at enormous speeds, 
high altitudes, and frequently with small crews, the 
‘letermination of the health of each crew member has 
become more vital. One purpose of this project was 
to see if the ballistocardiographic cigarette test could 
detect asymptomatic coronary disease in those per- 
sons engaged in hazardous duties. At the present 
time, statistical proof is lacking to demonstrate the 
effectiveness of this type of survey. This will be de- 
termined by follow-up studies. Young patients in 
hazardous occupations who have a Brown grade 2, 3, 
or 4 base-line tracing, or who have an abnormal re- 
sponse to smoking, should be referred for further 
study and considered for a change of duty assignment. 

The ballistocardiograph has been of value in indus- 
trial medicine.'* Some employers have made this a 
part of the routine study of employees, or of those en- 
trusted with tasks where sudden illness might endan- 
ger many lives. The addition of the smoking test may 
make the screening survey more accurate. It is unlike- 
ly that the smoking test will detect all cases of asymp- 
tomatic coronary disease, but it may detect cases that 
are not detectable by other available means. | 

The ballistocardiogram is not intended to replace a 
careful history, complete physical examination, or 
established methods of cardiac study. It was intended 
to give the physician additional information about the 
mechanical pumping action of the heart. This test was 
rapid, efficient, and economical and consumed a mini- 
mal amount of time per patient. 


Summary 


A ballistocardiographic survey with use of the Dock 
cigarette-smoking test of 2,736 male subjects at the 
Smoky Hill Air Force Base in Salina, Kan., indicated 
that the vast majority of the subjects had a normal 
ballistocardiogram after smoking. A long-term follow- 
up study is planned to determine the efficacy of this 
type of screening study to detect asymptomatic coro- 
nary disease in young males. 


701 Fenimore St., Brooklyn, N. Y. 
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METHALLENESTRIL, A NEW SYNTHETIC ESTROGEN 
Norman G. Schneeberg, M.D., Leon Perczek, M.D., John H. Nodine, M.D. 


and 
William H. Perloff, M.D., Philadelphia 


Methallenestril (Vallestril) is a new synthetic com- 
pound, 3-(6-methoxy-2-naphthyl)-2, 2-dimethylpenta- 
noic acid, that exhibits potent estrogenic effects when 
administered to experimental animals.' Sturnick and 
Gargill* found that in humans the drug compared 
favorably with other estrogens and did not induce 
bleeding on withdrawal of therapy. This property of 
methallenestril was considered unique and clinically 
advantageous, and these authors stated that “for this 
reason alone Vallestril is preferentially indicated in 
the therapy of the menopausal syndrome and in other 
conditions in which estrogens have value.” 

The purpose of this communication is to present our 
experience with methallenestril in the treatment of 
menopausal conditions, in the suppression of post- 
partum breast engorgement, pain, and/or lactation, 
and in the treatment of a variety of clinical conditions 
in which estrogens are commonly employed. We have 


TABLE 1.—Clinical States Treated with Methallenestril 


Menopausal Syndrome ..... 
Postpartum breast engorgement, pain, and lactation 198 
Postmenopausal and senile osteoporosis ............ 5 
Essential dysmenotrhea 5 
Prostatic carcinoma, metastatic 1 


also attempted to gauge its potency by assaying its 
ability to suppress elevated gonadotropin levels in 
ovarian failure, to prevent ovulation in essential 
dysmenorrhea, and to stimulate the dormant endome- 
trium of certain amenorrheic patients as evidenced 
by the production of endometrial proliferation, bleed- 
ing on withdrawal of therapy, and the priming effect 
necessary for progesterone-induced bleeding. Table 
1 lists the clinical conditions studied. 

Both clinic and private patients were included in 
the study. The majority, excluding the postpartum pa- 
tients, were well known to the authors and had been 
under observation and therapy with other estrogens 


From the endocrine clinics of the Philadelphia General Hospital and 
Albert Einstein Medical Center, Southern Division, and the Sidney Hillman 
Medical Center. 


¢ Methallenestril was administered to 52 women 
with complaints referred to the menopause and was 
effective in 50. The optimum dosage for ameliorat- 
ing the hot flushes was 10 mg. daily by mouth. No 
significant untoward effects were observed. 

Postpartum breast engorgement, pain, and lacta- 
tion were treated in 198 patients by methallenestril 
given in doses of 15 to 50 mg. daily by mouth. The 
15 mg. dosage inhibited lactation in 24 of one 
group of 31 patients, and higher dosages did not 
appear to have any advantages; comparisons 
among groups of patients receiving methallenestril, 
diethylstilbestrol, and a placebo made it doubtful 
whether either drug was effective in suppressing 
postpartum breast disorders. 

Determinations of the amount of gonadotropin in 
the urine showed that methallenestril markedly re- 
duces the rate of excretion of this substance. A 
dosage of 18 to 20 mg. per day was required to 
give a significant reduction. 

Observations in these and other patients to a total 
of 270 showed that methallenestril can be recom- 
mended as an estrogenic substance for routine 
clinical use. 


and therapeutic agents, often for long periods of time, 
so that their responses to treatment and their asso- 
ciated emotional reactions were familiar to us and 
aided in our final evaluation. 

In the early part of the study, the recommended 
dose schedule for methallenestril was adhered to but 
was soon modified in order to explore the properties 
of the drug more thoroughly. Methailenestril in 3 and 
10-mg. tablets was administered orally, and placebo 
tablets to simulate both doses were prescribed under 
appropriate circumstances. Determinations of urinary 
gonadotropin and estrogen * levels were carried out 
in 10 patients, and endometrial biopsies were per- 
formed in six patients. 


Menopausal Syndrome 


Methallenestril was administered to a large number 
of patients with symptoms attributed to the meno- 
pause; 52 of these were observed for a long enough 
period of time to permit adequate evaluation. The 


| 

No. of 

Patients 
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dose was 6 mg. daily for two weeks followed by 3 mg. 
daily for approximately one month, with subsequent 
variations depending upon the patients’ response. It 
was soon obvious that this was an ineffective schedule 
in most patients, and larger doses were substituted. 
When the original dose level was unsatisfactory after 
a 80 to 45-day trial, a larger dose was prescribed and 
subsequently increased or decreased as required. A 
“course” of treatment consisted of an adequate evalua- 
tion of a single dose level. If the dose was increased or 
decreased, the results were tabulated as a separate 


“course.” We realize that occasionally the mere dura- 


tion of treatment may affect the therapeutic results at 
any dose level, but, in general, we have found this a 
satisfactory method of study. Criteria for evaluation 
depended chiefly on the amelioration of flushes since, 
though this is a subjective phenomenon, it is more 
amenable to quantitative analysis than are headaches, 
depression, nervousness, insomnia, paresthesias, and 
the other protean manifestations of the menopause 
that may well be functional in origin.” The number of 
flushes occurring during the day and night were re- 
corded together with the patient’s opinion as to their 
severity. An “excellent” result consisted of the total 
abolition of all vasomotor phenomena; a result was 
considered “good” when only approximately one very 
mild flush per 24 hours occurred; a “fair” result con- 
sisted of a marked reduction in the frequency and 
severity of flushes although the patient was still ex- 
periencing two or more per day; a “poor” result 
indicated no change in the frequency or severity of 
flushes after an adequate trial of the drug at any given 
dose level. All but a poor result were considered satis- 
factory for clinical purposes. The results were satis- 
factory for 50 of the 52 patients treated. They were 
excellent in 36, good in 8, fair in 6, and poor in 2. 

In order to study the effectiveness of various dose 
levels of methallenestril, the results in treating these 
patients with menopausal syndrome were expressed 
in terms of “courses” of treatment. The 52 patients 
were given 80 courses of treatment, of which results 


»were satisfactory in 68 and unsatisfactory in 12. Re- 


sults were excellent in 41 courses, good in 16, fair in 
11, and poor in 12. Eight of the 12 poor results oc- 
curred when less than 10 mg. per day of the drug was 
prescribed. When more than 10 mg. was administered, 
there were 4 poor results among 52 courses. All but 
two of the patients showing poor results with one 
course of therapy experienced improved effects when 
the dose was increased. The two subjects not show- 
ing improvement received an adequate trial with 10 
mg. daily but did not cooperate when the dose was 
increased, so that the results at higher dose levels 
could not be evaluated. In our experience, the opti- 
mum daily dose of methallenestril in the treatment 
of the menopause is 10 mg. At this dose level there 
were 25 excellent responses, 5 good, 3 fair, and 2 poor. 
When the daily dose was 6 mg., the results were ex- 
cellent in five patients, good in seven, fair in four, 
and poor in four. 

The effects of use of placebo tablets were compared 
with the response to methallenestri! in 17 patients. In 
nine subjects placebos prepared to resemble the 10- 
mg. tablet of methallenestril were prescribed prior to 
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the administration of methallenestril. In only one 
patient were flushes appreciably reduced; in the other 
eight the placebo was ineffectual. In eight patients 
who had experienced satisfactory results with methal- 
lenestril, placebo tablets were substituted without the 
patients’ knowledge. In three patients flushes returned 
within one week, in one patient they returned in two 
weeks, and in two patients within four weeks; in one 
patient they did not recur during eight weeks of ad- 
ministration of the placebo. One patient did not return 
for follow-up. 

Methallenestril was compared with several other 
estrogens in 14 subjects with the menopausal syn- 
drome. In five patients the effects of 1.5 and 3-mg. 
doses of piperazine estrone sulfate (Sulestrex pipera- 
zine) were compared with those of 6 to 10-mg. doses 
of methallenestril. Methallenestril was more effective 
in two patients, equally effective in two, and less satis- 
factory in one. The effect of a daily dose of 0.05 mg. 
of ethinyl estradiol (Estinyl) was compared to that of 
a 10-mg. dose of methallenestril in five patients. 
Equally effective therapeutic results were attained in 
four. In one patient methallenestril had superior ef- 
fects. In one of the subjects showing satisfactory re- 
sults for both products, the use of ethinyl estradiol 
caused annoying breast fulness and tenderness that 
disappeared when methallenestril was substituted. 

One patient failed to respond to treatment with 
either 10 to 15-mg. doses of methallenestril or a 1-mg. 
dose of diethylstilbestrol but showed an excellent re- 
sponse to treatment with 1.66 mg. of estradiol ben- 
zoate administered intramuscularly every five days for 
six injections. Another patient showed an unsatisfac- 
tory response to treatment with methallenestril, 10 mg. 
daily, but responded to treatment with a daily dose 
of 1 mg. of diethylstilbestrol. Treatment with conju- 
gated estrogenic substances (Premarin), 1.25 mg. daily, 
yielded fair results in two patients, in both of whom 
excellent results were later seen with the administra- 
tion of 10 mg. of methallenestril per day. In one sub- 
ject treatment with both methallenestril, 10-mg. daily, 
and estrone, 0.5 mg. daily given sublingually, yielded 
excellent results, and one subject responded satisfac- 
torily to therapy with methallenestril, 10 mg. daily, 
but poorly to treatment with chlorotrianisene (tri-p- 
anisylchloroethylene) (TACE), 12-mg. daily. 

There were no significant untoward effects from the 
administration of methallenestril. Two patients com- 
plained of slight edema in the ankles, but in one it was 
primarily due to a deep chronic thrombophlebitis. 
One subject noted a slight bitter taste while taking 
methallenestril, but did not refuse to continue therapy. 
Another noted soreness of the breast, hyperpigmenta- 
tion of the areolas, and heightened libido while re- 
ceiving 40 mg. of methallenestril daily. During treat- 
ment, four patients had vaginal bleeding, consisting 
of very slight staining at a dose level of 6 mg. daily in 
one; a “normal” four-day menstrual flow while receiv- 
ing 20 mg. daily; a two-day episode of moderate 
bleeding while receiving 9 mg. daily, which recurred 
on retreatment; and severe bleeding for seven days 
while receiving 30 mg. a day. Four subjects com- 
plained of bleeding on withdrawal of therapy. One 
bled for five days after receiving 10 mg. daily for 100 
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days. Two others bled 3 and 4 days after ingesting 30 
mg. for 21 days and 10 mg. for 90 days respectively. 
In all patients bleeding ceased spontaneously without 
additional measures being taken. 


Postpartum Breast Conditions 


Methallenestril was given to 198 patients with post- 
partum breast engorgement, pain, and lactation in 
doses varying from 15 to 50 mg. daily. Treatment was 
instituted on the day of delivery and discontinued 
upon discharge from the hospital on the fifth to the 
eighth postpartum day. Follow-up information was ob- 
tained after discharge in 109 subjects (55%) by ques- 
tionnaire and/or telephone interview approximately 
two months after delivery. The first dose given each 
patient was not increased if a poor result occurred, but 
other measures, such as use of analgesics or testosterone 
and binding were substituted. Patients who were 
started on therapy more than 24 hours after delivery 
or in whom medication was discontinued before the 
fifth postpartum day were omitted from the final 


Tas.e 2.—Methallenestril Therapy in the Prevention of Postpartum Breast Engorgement, Lactation, and Pain 
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of seven patients given placebo tablets. Only one in- 
stance of severe bleeding was reported by a patient 
who had received 40 mg. of methallenestril for five 
days post partum. The bleeding persisted for three 
weeks and subsided spontaneously. One patient had 
a mild eczematoid skin lesion on the abdomen on the 
third day of treatment and use of the drug was dis- 
continued. 


Miscellaneous Conditions 


Five patients with postmenopausal and/or senile 
osteoporosis were treated with methallenestril, and 
satisfactory results were obtained in four, as shown in 
table 3. Cessation of back pain was commonly ob- 
served in 30 to 45 days when 10 mg. or more was pre- 
scribed. The remission was maintained throughout 
treatment, but relapse occurred in six to eight weeks 
in all patients when therapy was omitted. Radiological 
evidence of improvement was not observed in any 
patient, as would be expected for this short period of 
observation. 


Hospital Home 
Bleeding 
Inhibition of Laetation,* Pain or Required = > / ~ 
No. (%) Envorg Laetation Other Required 
No. r / ment, No. Patients or leaking, Treat- Other 
Group Patients Drugt Mg./Day G F P No. (%) Followed Up No. (%) tnents Slicht Moderate Severe Tt 
A 10 M 15-90-64 3(30) 4 3(30) 0 0 0 
B 31 M 24(78) 1 619) 1g 3C16) 3 2 1 0 
Cc 71 M 20 55(77) 4 21(30) 33 11(33) 4 10 0 0 
D M 30 20656) 79) 12(33) 10443) 3 4 0 0 
E 30 M 40 26(87) 0 413) 6(20) 4 6(43) 4 5 0 1 0 
F M 10050) 3 7(35) 9(45) 12 4(33) 4 4 0 0 
1s 109 
G Ss 3-2-1 7(G64) 2 2(18) 4(36) 2(18) 0 3 0 0 0 
H r Ss 3 35(83) 3 4(10) 8(19) 19 9447) 2 lt 2 0 0 
I 37 PL 6 tablets (70) 1 10(27) 21057) 7 1(14) 0 2 0 0 0 
* G = xvod (no lactation cr leaking); F = fair (slight leaking); P = poor (laetation). | M = methallenestril; S = diethylstilbestrol; PL = placebo 


tablets. } Dose reduced at 3-day intervals. § Treatment such as use of analgesies or testosterone and binding. 


evaluation. Diethylstilbestrol was administered to 53 
patients, and placebo tablets were given to 37 control 
patients. 

The results are shown in table 2. The minimum 
dose in group A, comprising 10 patients, failed to 
achieve satisfactory results. Three patients in this 
group had lactation, six suffered breast pain and/or 
engorgement, one had lactation while at home and 
one required testosterone therapy. The patients re- 
ceiving 15-mg. doses, group B, achieved over-all re- 
sults as good as, and often better than, results in those 
receiving larger doses and somewhat better than those 
in patients receiving 3 mg. of diethylstilbestrol, and, 
from this study, the 15-mg. dose would appear to be 
the optimum dose for the postpartum patient. As the 
dose of methallenestril was increased beyond 15 mg., 
the results showed no parallel trend toward further 
improvement. These data must be considered tenta- 
tive, however, since follow-up information after dis- 
charge from the hospital was obtained in only 55% of 
patients. Untoward effects, even when large doses 
were used, were rare. The “slight bleeding” recorded 
in table 2 was probably of no significance and was 
doubtless no more than would have occurred in these 
individuals without therapy. It was reported in two 


A 68-year-old patient (table 3) had been treated 
with conjugated estrogenic substances (equine) (Pre- 
marin), 1.25 mg. daily, and with methyltestosterone 
given sublingually, 20 mg. per day, and had experi- 
enced excellent amelioration of pain, but vaginal 
bleeding had on two occasions necessitated interrup- 
tion of therapy. Pain returned when the dose of Pre- 
marin was reduced to 0.625 mg. An excellent result 
without vaginal bleeding was obtained with methal- 
lenestril. 

A patient with metastatic carcinoma of the prostate 
suffered severe nausea and painful gynecomastia when 
diethylstilbestrol was giver iin a 25-mg. daily dose, 
which persisted when the dose was reduced to 10 mg. 
He tolerated administration of 18 mg. of methallen- 
estril without complaint and, though the gynecomastia 
persisted, breast pain subsided completely. Low-back 
and pelvic pain due to skeletal metastases was well 
controlled with methallenestril therapy during the 
period of observation. One patient with severe meno- 
rrhagia was given a single 40-mg. dose of methallen- 


estril intramuscularly, and bleeding subsided in 36 
hours. A patient with Frommel’s disease failed to re- 
spond to large doses of several estrogens, including 
methallenestril in doses up to 30 mg. daily. 


\ 
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Inhibition of Gonadotropic Function 


Levels of urinary gonadotropins and estrogens were 
measured before, during, and after methallenestril 
therapy with various doses in an attempt to assay the 
minimal dose that would inhibit pituitary gonadotropic 
function. The results are shown in table 4. It was 
extremely difficult to arrive at any clear-cut decision 
as to the minimally effective suppressive dose. The 
bioassay as shown by pituitary gonadotropin levels 
did not permit more than a gross approximation of 
the relative potency of various doses of methallenes- 
tril, though others * have been able to use this tech- 
nique to assay the potency of estrogens in human 
subjects with a high degree of accuracy. Whereas, in 
general a daily ration of 18 to 20 mg. was required to 
reduce significantly the elevated gonadotropin level of 
females with hypogonadism, a 10-mg. daily dose was 
effective in three patients (8, 9, and 10, table 4). Pa- 
tient 2 exhibited a normal level of gonadotropins while 
receiving 13 mg. per day, but later, on 10-mg. and 


Taste 3.—Methallenestril Therapy in Postmenopausal 
and Senile Osteoporosis 


Duration Duration 
Patient's Other 
Age, Mg. Medicaments, ‘Treatment. Subjeetive 
Yr. rr. Daily Mg. Daily Mo. R 
68 20 18 20 mg. methy!l- he Excellent 
testosterone 
49 8 3 50 mg. methyl- 18 Excellent 
androstenediol 
60 1 10 i5 mg. methyl- 14 Good 
testosterone 
6 3 10 10 mg. methyl- 3 Poor 
20 testosterone 6 Poor 
10 10 mg. methyl- 2 Poor 
20 testosterone 3 Excellent 


then 20-mg. doses, high levels of gonadotropins were 
recorded. A similar pattern was noted in patients 3 
and 6. 

The ability to prevent ovulation is another index of 

the potency of an estrogen as an inhibitor of pituitary 
gonadotropic function. This may be gauged by means 
of the basal body temperature chart and by the amelio- 
_.ration of essential dysmenorrhea. In five patients 30 
mg. of methallenestril daily was required to prevent 
‘the postovulatory rise in basal body temperature and 
the onset of painful menstruation. When the dose was 
reduced to 20 mg., menstrual cramps were milder and 
the thermal shift was less clear-cut. In one patient, 
however, a 20-mg. dose was completely effective in 
two successive cycles. One must be cognizant of the 
frequency of break-through of ovulation when single 
doses are repeated in two or more successive cycles; 
if this occurs larger doses become necessary to again 
attain pituitary suppression. 


Other Estrogenic Properties of Methallenestril 


Endometrial biopsies were performed during me- 
thallenestril treatment in six patients with mencpausal 
conditions. Though the desirability of performing pre- 
treatment biopsies is obvious, this was possible for 
various reasons in only one of the six. In five of the 
six patients, the endometrium was in a proliferative 
phase when doses of 10 mg. or more of methallenestril 
were prescribed. One subject failed to demonstrate 
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anv endometrial response after a regimen of 10 mg. of 
methallenestril for four weeks followed by use of 20 
mg. for an additional four weeks. 

Bleeding upon withdrawal of the drug was pro- 
duced in three patients with primary amenorrhea and 
in two subjects with prolonged secondary amenorrhea. 
Doses of 6 mg. daily for 14 to 21 days consistently 
induced bleeding upon withdrawal, though in four of 
six such trials the flow was scant. A more profuse flow 
of longer average duration followed daily doses of 10 
mg. administered for 18 to 30 days. Three patients 
with secondary amenorrhea unresponsive to therapy 
with progesterone alone bled after priming with 
methallenestril followed by administration of proges- 
terone. One of these subjects, 31 years old, had failed 


TABLE 4.—Effect of Methallenestril Therapy 
on Pituitary Gonadotropin Excretion 


Gonadotropin Level in 
U./24 Hr. 


Duration of 

Patient Before During After Mg./ Day Treatment, Days 
125 3) 20 85 
2 %5 13 %6 
15 10 21 
125 20 380 
8 125 31 10 4 
31 20 4 
125 30 18 
25 10 30 
4 125 10 60 
25 20 14 
5 25 30 21 
is 18 30 
6 125 Trace 120 30 35 
125 40 16 
Trace 40 18 
7 125 127 Placebo 25 
20 20 30 
20 20 1b 
125 5 21 
8 125 0-trace 10 80 
9 110 0-trace 10 30 
0-trace 30 60 
10 125 125 10 29 
48 10 9 


to exhibit bleeding upon withdrawal of therapy after 
60 days of administration of ethinyl estradiol in 0.05- 
mg. daily doses and also after use of ethinyl estradiol, 
0.05 mg. daily for 28 days, with intramuscular use of 
progesterone in doses of 50 mg. on the 26th and 28th 
day of the menstrual cycle. Use of 5 mg. of estradiol 
benzoate with 25 mg. of progesterone given intra- 
muscularly daily for three successive days was not fol- 
lowed by vaginal bleeding. Daily use of 6 mg. of 
methallenestril for 21 days with intramuscular admin- 
istration of 50 mg. of progesterone on the 19th and 2st 
day also failed to induce bleeding, but, when this same 
regimen was repeated using 9 mg. of methallenestril 
daily, a four-day flow occurred 48 hours after with- 
drawal of hormonal support. In the other two patients, 
after withdrawal of estrogen-progesterone therapy 
bleeding could be induced readily with use of 10 mg. 
of methallenestril as the priming daily dose for 21 days. 


Comment 


This clinical survey of the new synthetic compound 
methallenestril has demonstrated that it possesses po- 
tent estrogenic properties when used in humans. It 
was found to be a satisfactory therapeutic agent in 
menopausal syndrome in 50 of 52 patients (96%) when 
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an average daily dose of 10 mg. was used. This com- 
pares favorably with the efficacy of other estrogens 
reported by Perloff.’ The elevated levels of urinary 
gonadotropins in women with hypogonadal conditions 
were reduced and the pain of essential dysmenorrhea 
was relieved by the suppression of ovulation with this 
agent. Bleeding on withdrawal of therapy as well as 
priming of endometrial function, preparatory to medi- 
cal curettage with progesterone, was produced. Biop- 
sies of endometrial tissue performed during methal- 
lenestril therapy showed a proliferative effect in wom- 
en with menopausal and hypogonadal conditions. It 
was effective in controlling the pain of postmenopausal 
and/or senile osteoporosis in four of five subjects and 
the bone pain of one patient with skeletal metastases 
from prostatic carcinoma. Methallenestril compared 
favorably with several other estrogens when admin- 
istered in comparable doses to the same patient and 
appeared to be less liable than other compounds to 
cause breast fulness and tenderness in susceptible 
subjects. Significant untoward effects were not en- 
countered. One of the most distressing actions of es- 
trogenic therapy in the menopause has been bleeding 
during therapy or upon its withdrawal. Though rarely 
requiring direct measures for control, the fear of un- 
derlying cancer always requires a decision as to the 
necessity for diagnostic curettage. Sturnick and Gar- 


gill? believed that methallenestril was an ideal es- ° 


trogen, in that it achieved therapeutic effects without 
inducing vaginal bleeding. In our series of 52 patients 
with menopausal conditions treated with methallenes- 
tril, bleeding was encountered in 8; it occurred in 
4 during therapy, and in 4 after withdrawal of therapy. 
It seems probable that the smaller doses employed 
by Sturnick and Gargill account for the lack of bleed- 
ing in their patients. They prescribed methallenestril 
in doses varying from 0.75 mg. to 9 mg. daily. Using 
6 mg. per day, we produced bleeding in only one 
patient. Three of our subjects bled while receiving 
larger doses (i.e., 20 to 30 mg.) than are required for 
therapeutic effects in patients with menopausal con- 
ditions and could justifiably be excluded from the 
total. When 10 mg. daily was used, bleeding was no 
more nor less frequent than with use of other estro- 
gens. 

The dose of methallenestril originally proposed for 
the treatment of the menopausal conditions was 6 mg. 
daily for two weeks followed by 3 mg. daily for one 
month if symptoms were relieved. This dose schedule 
proved ineffective in our experience. We found the 
optimum daily dose to be 10 mg. daily until symptoms 
were relieved. Thereafter the dose could be reduced 
to 5 mg. for two weeks and then gradually tapered off. 
Patients were only rarely maintained symptom-free 
on 3-mg. daily doses. 

The efficacy of methallenestril in the inhibition of 
postpartum lactation and/or pain and breast engorge- 
ment was investigated despite our familiarity with 
contradictory opinions concerning the value of estro- 
gens in suppressing the activity of postpartum breast 
conditions. Kosar and others,* for example, stated that 
at the Sloane Hospital for Women, “The use of sex 
steroids for the purpose of suppression of lactation 
has been largely given up.” They found that dienestrol 
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was effective in only 13% of such patients compared 
to symptomatic therapy, which was effective in 65%, 
and that the suppression of breast engorgement and 
pain was about the same in those patients treated with 
steroids and those not receiving them. Similar unsatis- 
factory results were reported for diethylstilbestrol by 
Hesseltine, Bustamante, and Navori.” Our results indi- 
date that methallenestril and diethylstilbestrol were 
not consistently more effective than a placebo in sup- 


pressing lactation but appeared to reduce the inci- ~"" 


dence of breast pain and engorgement. Of the control 
series, 57% complained of pain and/or engorgement, 
whereas the incidence in treated patients receiving 
adequate doses of methallenestril (i.e., excluding group 
A, table 2) varied from 19% to 45%. The differences, 
however, are not impressive, and, from this study, we 
cannot state with any degree of certainty that methal- 
lenestril or diethylstilbestrol were effective agents for 
the suppression of postpartum breast conditions. 

Our experience with methallenestril over the past 
three years establishes this agent as a satisfactory, 
potent, and effective estrogenic compound for routine 
clinical use. It compares favorably with other estro- 
genic compounds in all respects, and was, in many 
instances, found to be the more satisfactory upon 
direct comparison in the same patient. 


Summary 


Methallenestril (Vallestril), a new synthetic estro- 
gen, induced satisfactory therapeutic results in 50 of 52 
women with the menopause. The optimum daily dose 
was found to be 10 mg. Methallenestril compared fa- 
vorably with several other estrogens used in the treat- 
ment of the menopause and was free of untoward 
effects. Vaginal bleeding during therapy or upon 
withdrawal of therapy was infrequent and generally 
observed only when larger than therapeutic doses 
were prescribed. When used to suppress postpartum 
breast function, the effects of methallenestril were 
comparable to other estrogens in common use. The 
optimum dose for this purpose was 15 to 20 mg. per 
day. Methallenestril was found to suppress anterior 
pituitary gonodotropic activity when approximately 
20 mg. per day was used. It was a useful estrogen in 
the treatment of essential dysmenorrhea, postmeno- 
pausal and senile osteoporosis, and metastatic carcino- 
ma of the prostate and was a potent agent in the in- 
duction of vaginal bleeding in patients with primary 
and secondary amenorrhea. Methallenestril fulfilled 
all the criteria for a potent estrogen and is recom- 
mended for routine clinical use. 
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CLINICAL NOTES 


MASS SCREENING TECHNIQUES FOR 
CANCER OF THE CERVIX 


Abraham Oppenheim, M.D. 
Theodore Rosenthal, M.D. 


and 


Margaret C. Modin, New York 


Carcinoma of the cervix is the second most common 
form of cancer in women in the United States. From 
the standpoint of public health cancer control, it is 
recognized that, if carcinoma in situ could be detected 
in as many women as possible, the development of 
frank cancer would, in all probability, be prevented. 
In addition, if cancer were detected while still con- 
fined to the cervix, the cure rate would be markedly 
improved. If we are to attain the objective of early 
diagnosis and effective therapy, screening techniques 
for cancer control must be developed that can be ap- 
plied to large groups of the population.’ 

With these views in mind, and in an effort to parallel 
the breast self-examination program, methods of ob- 
taining vaginal secretions by the patient herself were 
developed. Such methods comply with Erickson’s * 
criteria and can be performed with a minimum ex- 
penditure of professional time. It is of interest, his- 
torically, to recall that in 1945 Gates and Warren," 
in discussing the role of the vaginal smear in the 
diagnosis of carcinoma of the uterus, said, “This 
method is simple and if necessary, may be performed 
by the patient.” In addition, Papanicolaou has for 
many years utilized self-obtained vaginal secretions to 
determine changes in the menstrual cycle of women. 
The procedures, as developed by us, involve the use 
by the patient at home of an applicator to secure 
vaginal secretions. The use of the vaginal smear rather 
than cervical specimens was dictated by the applica- 
bility of this technique to mass screening and the 
necessity for attaining relative but not necessarily 
absolute accuracy.” A description of the various 
methods successively employed by women seen at 
New York Health Department centers in obtaining 
their own vaginal secretions reveals the gradual de- 
velopment of this technique. 


From the New York City Department of Health. 
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Methods of Obtaining Secretions 


Method 1.—A group of 933 women, 30 years of age 
and over, 77% of whom were of Jewish origin and all of 
whom attended the East Harlem Cancer Detection 
Center in 1953, submitted self-obtained vaginal smears 
(see table, method 1A). The physician subsequently 
took a smear, by conventional methods (table, method 
1B), from 883 of these same women. Fifty failed to 
return after submitting the self-obtained smear. The 
patients were instructed by public health nurses in 
the exact technique of inserting applicators and of 
preparing slides; they were also given a set of printed 
and illustrated instructions to guide them (fig. 1). The 
applicators consisted of wooden sticks measuring 15 
em. in length and 1.5 mm. in width. The cotton bat- 
ting occupied the distal portion for 3 cm.; 3 cms. from 
the free end was a mark to indicate the limit of inser- 
tion. The secretions, after they were obtained by the 
patient, were placed on slides and fixed in 95% alcohol. 
The slides were then sent to the laboratory, where 
Papanicolaou stains were made and examined by 
competent cytologists. 

Method 2.—A second group of 503 women, not at- 
tending the Cancer Detection Center but registered 
in other clinics in the same building, submitted smears 
using method 2C. The majority of this group were 
Negro or of Puerto Rican origin. This method, an out- 
growth of method 1, was tried in an effort to reduce 
the number of unsatisfactory smears, a hazard inherent 
in the preparation of slides by the patient. In this 
method the patient secured the vaginal secretion via 
an applicator tipped with collodion, after the method 


Percentage Distribution of Cytological Findings from 
Smears Obtained by Various Methods 


Total Classification, % Quantity Not 
No. - A ~ Sufficient or 


of 2 or Unsatis- 
Smears 1 2 3 3 4 factory, % 
Method 1 
A Selt-obtained 988 91.0 34 058 01 ... 5.0 


(personal and printed 
instructions) 


B Obtained by physician, 88 91.1 35 02 02 .,. 5.6 
conventional method 
of securing smears on 
above patients 

Method 2 

© Selt-obtained 503 90.0 40 06 O8 ... 4.6 
(personal and printed 
instructions) 

D Obtained by physician 25 582.0 20.0 12.0 80 80 
for classes 2, 2 or 3, 
and 3 in C above 

E Self-obtained 


7990 40 16 04 ... 15.0 
(printed instructions 


of Murray.* This applicator was then placed in a test 
test tube of 95% alcohol for fixation. The test tubes 
were collected, the alcohol decanted, and the appli- 
cator and sedimentary cells used to make the necessary 
slides. The slides made with the secretions obtained 
via the collodion-tipped applicators showed many 
more cells and ones that were better preserved than 
shown by our conventional smears. We found this 
second method superior to the first. 

Although these techniques were only recently intro- 
duced, it has been clearly established that they are 
practical screening procedures and can be performed 
by ali women. The smears have proved to be as satis- 
factory as those secured by physicians in the usual 
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way. In a comparative study of slides obtained by the 
two methods described above, 5% were noted to be 
unsatisfactory, which conformed to a similar percent- 
age of unsatisfactory slides obtained by our physicians 
on the same patients in the cancer detection centers 
(see table). 

A third group of 502 women who attended the 
gynecologic and dermatological outpatient depart- 
ment clinics of Harlem Hospital, along with some ward 
patients, submitted self-obtained smears by method 
2E, using printed instructions only, The majority of 
this group were Negro or of Puerto Rican origin. In 
this survey, using collodion-tipped applicators, we 
deliberately withheld personal instructions and _ pro- 
vided the patient with instruction sheets only in an 
effort to evaluate the degree of performance. With the 
instruction sheets alone, we found a higher proportion 
(15%) of unsatisfactory slides. This may be explained 
in the following way: Many patients were unable to 
read the directions, while others failed to follow the 
directions. 

In all of the cases in which results were negative on 
self-obtained smears they were negative when identical 
conventional smears were made by the physician. Of 
approximately 1,500 cases in which personal and 
printed instructions were used, in only one instance 
was a false-negative result encountered; in this case 
the self-obtained smear was negative, but the smear 
made by the examining physician was suspicious. 

Based on our experience, the following classification 
of cytological examinations of self-obtained smears is 
recommended as a practical guide for evaluation of 
smears obtained in this manner; this represents essen- 
tially a modification of the Papanicolaou classification: 


1. Lie down on your beck. Insert the 2. Roll the epplicetor on one side of 
cotton tip into the vagina up to gless slide. 
bleck mark on applicator; roll the 
epplicator slowly end withdrew it. 


3. Immediately plece slide into the 
bottle of solution and close the 
bottle tightly. 


Fig. 1.—IIustrated instructions for obtaining vaginal secretions. 


class A, completely negative; and class B, atypical 
cells. However, where smears are obtained by the 
physician directly from the cervix, the usual Papani- 
colaou classification should be used. 

Method 3.—As an outgrowth of the preceding 
methods, a third method is currently being tried. The 
applicator is the same as the one used in methods 1 
and 2 above, except that nylon batting is used and the 
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patient is instructed to break the wooden applicator 
in the middle and to drop the nylon portion into the 
95% alcohol (fig. 2). The use of a centrifuge tube 
containing 95% alcohol to carry the applicator after 
the patient has obtained the secretion permits greater 
economy of time in the laboratory. In the laboratory, 


2 SEPARATE LIPS OF VAGINA WITH FINGERS 
INSERT GAD GEYTLY INTO UP TO MACK 
FROM STIR TO SIIB 4 5 HES 
GUT AMD BREAK AT RED WRK. PLAGE NYLON ED TWEE. 
REPLACE STCOPER. 


Fig. 2.—Instructions, applicator, and tube for obtaining vaginal secretions. 


the alcohol is decanted and the nylon applicator with- 
drawn. Sufficient cells remain in the sediment to 
furnish adequate material for the preparation of slides. 
Preliminary observation of the first 900 specimens sub- 
mitted indicates that the nylon-tipped applicator 
promises to be the most effective means of obtaining 
adequate vaginal specimens for cytological examina- 
tion. 


Comment 


Whenever the self-obtained smear contains atypical 
cells, and is therefore not completely negative, a 
smear must be made by the physician. In this way, 
we feel that no case of possible cancer will be missed. 
Women of all ages and intelligence levels can be 
taught to use this method for obtaining vaginal secre- 
tions. The cause of cancer detection and prevention is 
promoted because of the health education received by 
all women participating in such surveys. In line with 
the concept that every doctor’s office should be a can- 
cer detection center, the last method described lends 
itself to utilization by the doctor in his own practice 
(either in his office or by distribution of kits to his 
patients ). These applicators may be prepared in kits 
consisting of the applicator; a centrifuge tube con- 
taining 95% alcohol, with a rubber stopper; and an 
instruction sheet. The cost of the kit is minimal, ap- 
proximating a few cents. These kits are especially 
useful for screening large numbers of women in clinics, 
health insurance groups, and union health centers. 
While the total costs of screening a general population 
by a public health agency are necessarily high, the 
ultimate cost to the community in treating and hos- 
pitalizing patients with truly evasive cancer is far 
higher. We feel that the method of securing self- 
obtained smears as described above is a practical pro- 
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(HOTE:. Mo Douching Or Intercourse For 24 Hours Preceding This Test) 
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cedure as a tool in screening large populations and 
will be valuable in detecting asymptomatic uterine 
cancer. 

Summary 


Since 1953, we have used a mass screening method 
for the detection of cancer of the cervix, utilizing 
self-obtained vaginal secretions. On the basis of our 
experience, and employing our criteria, it is believed 
that this method is reliable and can be applied to 
large groups of women. 


Addendum 


We are now utilizing a “dry smear technique’ as 
follows: The patient prepares the slide by streaking it 
with the applicator and then allows it to dry in air. 
This slide, after being received in the laboratory, is 
“rehydrated” and then stained in the usual manner. 
This modification has greatly simplified patient par- 
ticipation. 
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CAN MASS X-RAY SURVEYS BE USED IN 
DETECTION OF EARLY CANCER OF THE 
BREAST? 


J. Gershon-Cohen, M.D. 
Helen Ingleby, M.D. 


and 
Lolita Moore, Philadephia 


Therapeutic measures for mammary cancer have 
been largely contingent upon recognition of clinically 
established tumors. Increased publicity has brought 
small or “earlier” tumors to the surgeon’s attention, 
and in the wake of this publicity many biopsies have 
been performed for benign conditions. In spite of self- 
examination by women and periodic clinical check- 
ups, the over-all five-year survival rate for persons 
with this condition still remains about 30%. The most 
accepted therapeutic procedure for mammary cancer 
at present is radical surgery with or without irradia- 
tion. Biopsy, preferably with frozen section, usually 
precedes operation in the case of a clinically suspi- 
cious lesion. Accordingly, approximately five women 
undergo biopsy for a benign lesion for each cancer 
detected microscopically. This procedure leaves much 
to be desired. In most cases the biopsy is only diag- 
nostic of the lesion examined. This may lead to a se- 
rious oversight in women with dysplastic breasts hav- 
ing multiple, bilateral, or recurrent tumors, On the 
other hand, cancer is usually far advanced by the 
time a woman reports to her physician.’ Our efforts 
during the past five years have been directed toward 
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the evolution of better x-ray techniques and diagnos- 
tic criteria for breast disease. These have been pre- 
sented in a number of reports.” Over 1,600 women 
with breast disease have been examined in the x-ray 
department of the Albert Einstein Medical Center, 
Northern Division. Operations were subsequently per- 
formed on approximately two-thirds of these women. 
The surgical specimens provided correlation for the 
x-ra\ findings.” 

Skill in the roentgenologic interpretation of mam- 
mary disease is difficult to acquire. The art is learned 
by direct experience; i.e., by studying films of women 
coming to surgery and comparing the roentgen ap- 
pearance with the surgical specimen. In some cases, 
periodic examination is necessary to clarify a diag- 
nosis. In general, carcinoma of the breast as seen on 
the x-ray film answers to one of the following descrip- 
tions: 1. The tumor opacity shows tentacled and spicu- 
lated margins. There is infiltration of the surrounding 
tissue. with loss of normal architecture. Clinical meas- 
urements of the mass are considerably larger than 
tumor measurements on the x-ray film. This roentgen 
appearance characterizes a scirrhous type of carci- 
noma (fig. 1A). 2. The tumor is sharply defined, re- 


Fig. 1.—A, scirrhous carcinoma in 58-year-old woman. There had been 
retraction of nipple for 10 months, and a tumor had been noted for two 
months. X-ray film shows spiculated mass immediately subjacent to nipple, 
which is retracted. A few minute calcific deposits are discerned in mass. 
Breast shows postmenopausal atrophy. B, circumscribed carcinoma in 
woman aged 49 years. Prominent mass in lower outer quadrant had been 
growing slowly for several months. X-ray film shows a circumscribed opacity, 
except posteriorly, where a “tail” extends toward pectoral line. Upper 
margin of tumor is sharply defined; anterior and lower borders present some 
irregular notches. C, duct carcinoma in woman aged 34 years. Slowly grow- 
ing mass in left breast had been present eight months. On examination mass 
was 10 by 9 cm. and mistaken for giant adenofibroma. X-ray film shows 
clusters of punctate calcifications scattered throughout breast. Margin of 
tumor is not discernible, Pathological diagnosis was widespread duct carci- 
noma and Paget’s disease of nipple. There were no lymph node metastases. 


sembling a benign lesion, but careful inspection will 
generally reveal some tentacles and spicules from a 
limited portion of the otherwise well-defined border. 
Most circumscribed carcinomas are of the medullary 
variety. Moderate calcification may be present within 
the tumor. Punctate calcification may indicate an ade- 
nopapillary carcinoma. Coarse and flaky calcification 
may be a sign of advanced mucoid degeneration, There 
is some discrepancy between the clinical and roentgen 
measurements of circumscribed carcinomas, but not as 
strikingly as in the scirrhous variety (fig. 1B), 3. In- 
numerable punctate calcific deposits may be seen in 
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some tumors and along the line of the ducts. These 
cancers correspond to the intraductal (comedo) va- 
riety (fig. 1C). 

Ramifications of a large malignant tumor may be 
extensive enough to be confused with the surround- 
ing mammary parenchyma, but comparison with the 
other breast will make the diagnosis clear. A number 
of secondary signs of carcinoma can also be detected 
on the x-ray film. They include nipple retraction or 
displacement, thickening or intraction of the skin, 
thickening of the fibrous trabeculae, and increased 
vascularity around the tumor. Usually these are signs 
that occur in advanced, clinically evident carcinomas. 


Roentgenologic Diagnosis of Preclinical Lesions 


Tumors not clinically obvious may be too small for 
palpation or may be masked by concomitant benign 
dysplasias. Most small carcinomas have the same x-ray 


Fig. 2.—Duct carcinoma with cysts m woman aged 45 years. Mass had 
been noted 10 days. X-ray film presents three opacities. Anterior tumor 
contains several calcified particles. Posterior opacities represent cysts sur- 
rounded by areas of adenosis. Pathological diagnosis was duct carcinoma, 
benign cysts, and adenosis. 


characteristics as the larger growths. In cases where 
malignancy is suspected, an area of punctate caicifi- 
cation or an ill-defined shadow that has no corre- 
spondence in the contralateral breast may alert the 
roentgenologist. It then is his function to call these 
findings to the surgeon’s attention, since a mandatory 
biopsy is indicated in spite of the absence of a pal- 
pable tumor.* 

In clinically lumpy breasts, the diagnostic problem 
lies in differentiation between benign tumors and a 
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possible carcinoma. The nature of many of those neo- 
plasms will be obvious on the x-ray film. Irregular 
infiltrating margins of a cancer contrast with the well- 
defined opacities of cysts or adenofibromas. In sus- 
picious cases, serial reexaminations will usually dif- 
ferentiate stationary tumors from areas of active 
hyperplasia or from other forms of tumor progression. 
Punctate calcification is always to be regarded with 
suspicion in a dysplastic breast (fig. 2). It usually 
signifies carcinoma but does occur in benign intra- 
ductal hyperplasia. In either case, biopsy of these 
areas of calcification should be done. When a tumor 
is not clinically palpable, periodic x-ray examinations 
are the only insurance for a well-timed biopsy. Fur- 
ther advances in the detection of small unsuspected 
carcinomas therefore may be expected when resort 
is more commonly made to mass roentgenographic 
surveys of the breasts of women in the critical cancer- 
age groups. 


Precancerous Lesions and Tumor Progression 


Clinical studies of carcinogenesis in the human 
breast are few and incomplete. This is mainly because 
of the need for observation over many years. Recently, 
Kiaer* reviewed the literature and added the results 
of his own exhaustive long-term studies. His conclu- 
sions point to a direct relationship between severe 
adenofibromatosis with intraductal hyperplasia and 
mammary cancer and strongly confirm the findings of 
animal experimenters. 

Foulds ° made a comprehensive analysis of the liter- 
ature on experimental tumor progression and_ laid 
down its fundamental principles. Progression of a 
tumor toward a definitive malignant status may be con- 
tinuous through gradual changes or may occur by 
abrupt steps. The behavior of a neoplasm actually is 
characterized by invasiveness, ability to disseminate, 
responsiveness to hormonal imbalances, and increased 
growth rate. These characters all progress independ- 
ently of each other, and their combinations are 
responsible for the wide variety of behavior and struc- 
ture seen in malignancies. Moreover, multiple tumors 
in the same individual undergo progression independ- 
ently of each other, In hormone-dependent tumors, 
such as mammary gland neoplasms, loss of responsive- 
ness is the most frequent and conspicuous manifesta- 
tion of malignant progression. Foulds concludes that 
initiation of a malignant tumor is a process of deter- 
mination and that the changes that follow are irre- 
versible but not necessarily expressed in a short time. 
Under natural conditions, tumor progression to malig- 
nancy is not inevitable within the lifetime of the 
primary host. 

Unfortunately, findings in serial biopsies made by the 
experimenter cannot be applied to the human breast. 
It is possible, however, to recognize on the x-ray film 
the type of breast that shows excessive reaction to hor- 
monal stimuli.’ Intraductal calcification seen in some 
of these cases may correspond to areas of severe intra- 
ductal hyperplasia. In line with the concepts of tumor 
progression, severe intraductal hyperplasia may be 
taken to represent an early stage of cancerous evolu- 
tion (fig. 3). Long-term periodic x-ray studies of 
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women could substitute for the serial biopsies re- 
sorted to in experimental animals and thus materially 
advance our knowledge of the development of cancer 
in the human breast. 


Comment 


Biopsy of a breast lesion should be done promptly 
when indicated. The x-ray examination can help to 
elucidate these indications. When a carcinoma cannot 
be detected because of its small size or because it is 
masked by a clinically nodular breast, x-ray films can 
be of the greatest assistance. Early detection of un- 
suspected neoplasms can be promoted by serial survey 
studies of the breast in women over 35 years of age. 
Ideally, this type of study should be used as an ad- 
junct procedure in cancer-detection clinics. 

Periodic x-ray films form a permanent visual record 
and could be used as a substitute for the repeated 


Fig. 3.—Intraductal hyperplasia in woman aged 37 years. There had been 
discharge from left nipple for one year. Operation had been done for 
similar discharge from right breast six years before. A, x-ray film showing 
a small opacity subjacent to nipple (marker not properly placed). In it 
are a few fine calcified particles showing lack of polarity, B, photomicro- 
graph showing duct filled with cells. Epithelial cells are uniform, but 
organization is poor, and no differentiation of myoepithelium is visible. 
Diagnosis was benign intraductal hyperplasia, possibly precancerous. 


biopsies of experimenters on carcinogenesis. By this 
means the natural history of benign and malignant 
breast lesions may be traced. Criteria would then be 
established for the detection of precancerous states 
in the human breast. Advancing the timing of biopsy 
to early stages of tumor progression should lead to 
better surgical control. This approach is radical in urg- 
ing changes not in surgical techniques but rather in 
the timing of surgical intervention. Even conservative 
surgery, timed to the phase of tumor progression when 
the lesion is localized, noninvasive, and still in situ, 
should result in material improvement in the survival 
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of patients with mammary cancer. A clinic for the 
periodic survey of the breasts of asymptomatic women 
has been inaugurated at the Albert Einstein Medical 
Center, Northern Division. The project will be aided 
by a grant obtained through Dr. Joseph C. Doane. 
By this means we hope to encourage more timely 
biopsies and thus improve the survival statistics for 
breast cancer. 


York and Tabor roads (41) (Dr. Gershon-Cohen ). 
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Auscultation of the Heart.—In 1924, | became the cardiac resi- 
dent at the Massachusetts General Hospital under Dr. Paul D. 
White and learned from him the necessity for using the open 
bell chest-piece and the diaphragm chest-piece in examining 
all cardiac patients. To facilitate this examination, the com- 
bined instrument, permitting alternate use of the chest-pieces 
by throwing a valve, was descri by me in 1926 and has 
been standard in our clinic since then. Reports by M. B. 
Rappaport and myself in 1941 and 1942 established the acous- 
tic principles underlying this necessity for employing both 
chest-pieces. Briefly, it was shown that the open bell, lightly 
applied to the chest (so as to avoid damping the chest vibra- 
tions), transmits all frequencies, thereby permitting the low 
tones to predominate by virtue of their greater energy. The 
diaphragm chest-piece, with a rigid plastic diaphragm, 0.015 
inch (0.38 mm.) thick, attenuates the low frequency com- 
ponents, which tend to mask the higher tones, and permits the 
latter to become more readily appreciated by the ear. A partial 
diaphragm effect can be attained by pressing the open bell 
firmly against the chest, producing a filtering effect by convert- 
ing the skin of the patient enclosed within the rim of the bell 
into a more rigid structure. . . . In auscultation one deals with 
a narrow band of frequencies from around 5 to 1,000 cycles 
per second. Actually, vibrations under 30 c.p.s. are inaudible; 
the higher frequencies are unimportant, and most heart sounds 
and murmurs lie in the range of 60 to 400 c.p.s. The so-called 
‘high-pitched’ aortic diastolic murmurs are only about 300 
c.p.s. Not only are the noises made by the heart low in pitch, 
but they are also low in energy, which explains the need for 
training the ear to detect them and the brain for timing and 
interpreting them. Furthermore, the logarithmic response, a 
protective mechanism in human hearing, makes the ear rela- 
tively insensitive to low-pitched sounds; as a result these noises 
are difficult to hear, since they fall in the insensitive area of 
the human ear. It is for this reason that attempts to detect the 
lowest pitched sounds should be made with the open bell 
system without damping so that the ear may respond also to 
the tactile sensation of the drum at the lowest frequencies.— 
H. B. Sprague, M.D., The Art of Auscultation of the Heart, 
The Practitioner, March, 1956. 
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SPECIAL ARTICLE 


CURRENT STATUS OF WEST GERMAN 
MEDICAL SCHOOLS 


J. Mather Pfeiffenberger, M. D., Alton, Il. 
and 


DeWitt H. Smith, M. D., Princeton, N. J. 


The “ups and downs” of German medicine and med- 
ical teaching during the past century are pretty well 
known to those who have given the scene a casual 
glance. Events of quite nonmedical nature—the course 
of Germany politically and ideologically—have closely 
governed the upward and downward slantings of its 
course. Although there have been internal, or med- 
ical, factors that have had their importance, the other 
outside influences seem to have been predominant. 
At the present time there is a strong upward surge in 
economic and political healthiness in Germany, with 
a vigor, a forward-looking rejuvenation, and a grow- 
ing tendency to self-criticism and appraisal in the 
medical schools and centers of medical thinking. 

The present report on the status of medical teaching 
in Germany is based on a four weeks’ tour in February 
and March, 1955, at the invitation of the West Ger- 
man Federal Republic. We visited somewhat less 
than half of the 18 faculties of medicine and a number 
of other nonuniversity medical establishments. Al- 
though the contact with the medical schools was, of 
necessity, brief and superficial, certain impressions 
emerged that were definite. Perhaps more important 
was the picture we saw of West Germany (we had also 
a glimpse into East Berlin for contrast) in its present 
dynamic state of growth and hope. With the breath- 
taking recovery of West Germany in the last five years, 
German medicine, so far as we could tell, is again 
moving forward rather brightly. How far this will go 
depends probably, and most importantly, on what 
happens to Germany and to Western civilization. 

The scope of the tour cannot be divorced from its 
purpose. This relates inevitably to the question of the 
adequacy of present German medical education and 
the status of those educated in German medicine when 
in this country, either as interns and residents or as 
physicians intending to practice. In a tour of this sort, 
only certain things could be accomplished. We had to 
assimilate fundamental and large areas of information. 
We had to learn and brush up on the general plan of 
German medical education and the related structure 
of the system of patient care. We got a fairly good 
idea of the sort of education a medical student might 
get if he wanted to but a less clear impression of 
whether he was assured of getting it. Strengths and 
weaknesses could be noted, and we noted the prob- 
lems that the German educators take into con- 
sideration and their contemplated solutions. With 
educational systems and ideas differing so radically 
from ours, we have tried to get a concept of the why 
and the wherefore. This implies understanding some- 
thing of the purposes for which their medical educa- 
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tion is designed. It implies some insight into the 
history and stage of evolution of German medicine. 
Some implications have evolved in relation to medi- 
cine in this country. 


History of German Medicine 


The last century of German medicine starts not long 
after the setback received by liberal influences in 1848. 
It was not until a few years later, actually subsequent 
to the unification of the country under Bismarck after 
the Franco-Prussian War, that the series of epoch- 
making discoveries and advances in medicine began, 
many of them by Germans, such as Virchow, Krae- 
pelin, and Koch, to name but three. It is interesting 
to speculate on the factors at work. The coming of 
new knowledge was not limited to Germany nor to 
medicine, but in this era, ending with World War I, 
Germany and Austria led the field in research and as 
centers of teaching of medicine. Although there was 
a still further curtailment of liberalism in Germany 
during this time, in which it is said that the liberals 
traded their ideals for national unity and economic 
security, it is certainly true that in this atmosphere 
things moved forward quickly. Whether it is also true 
that in this time the public acceptance of the authori- 
tarian way of life so often prominent in Germany 
became established, with its short-term gains but long- 
term penalties, is a question to raise but not here to 
answer.’ In any event, insecurities in the country and 
its personalities early in this century turned interest in 
peaceful and successful economic and scientific prog- 
ress to the path of war. With World War I German 
medicine had its first severe setback. Medicine, with 
other intellectual and industrial enterprises, did not 
recover well between the wars. There was a halo left 
over from the past that took Americans to Europe for 
bits of glamour and study between the wars, but in 
this period it also became apparent that what we had 
at home was a pretty good brand of the same thing 
and that what lead Germany enjoyed before the war 
was gone. Germany followed her old pattern, with 
certain handicaps that had initially been useful attri- 
butes, and changed little her modes of thinking and 
teaching. Meanwhile, with the work of Osler and his 
followers elsewhere and in North America and with 
the events following the Flexner report,* methods of 
teaching and research elsewhere moved rapidly ahead. 
Germany, marking time, was outstripped. 

With Hitler and the Nazis, medical progress gave 
way to retrogression. With elimination of many of the 
best minds from the scene, and in an atmosphere deny- 
ing reason and reasonableness in favor of brute effort 
on behalf of the Nazi cause, it is not so much a wonder 
that few new contributions came out of Germany in 
this period, as it is that any came at all. World War II 
was not in a pattern to stimulate medical research, so 
that military medicine in Germany made fewer con- 
tributions than elsewhere. With the end of the war 
and the total economic and social collapse, medicine 
was in a sorry state indeed. 

It was at this point that Davison made his survey 
and scathing reports.’ German medical schools had 
always turned out plenty of doctors, many of whom 
were not overly well trained. At the end of the war, 
the plants for teaching medicine were extensively 
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destroyed, and the faculties had been successively 
decimated by the nazification, the denazification, and 
losses due to war itself. There was a large body of 
students returning from the war who wanted to learn 
and particularly to learn medicine. Davison was ap- 
palled that the schools proposed to take them in with- 
out hindrance, and, regardless of plant or faculty, 
pretend to offer a medical education. He recom- 
mended, but got slight audience, that more effort be 
expended in improving the quality of doctors on hand 
rather than creating a lot more whose training would 
be shaky. He listed a series of factors contributing to 
the sorry state of affairs but perhaps failed to take into 
consideration several that were important in produc- 
tion and in explanation of the situation. 


Recovery 


The postwar paralysis was terminated by a group 
of interacting factors. It was of the paralytic postwar 
period that Davison was writing, and what he had to 
say then does not necessarily bear much relation to 
conditions now. The factors initiating the recovery 
are numerous: creation of “Bizonia,” giving away to 
“Trizonia,” and then the political manifestation of the 
West German Federal Republic. Marshall Plan Aid 
was an important initial catalyst. Economic factors 
centered around the currency reform of May, 1948, un- 
der which money in discredited reichmarks was deval- 
uated to 10%, and everyone was given a start with 40 of 
the new deutchmarks. Debts, including savings, were 
also devaluated. At the same time, a sort of mortgage 
on all existing buildings and factories was taken out in 
favor of a capital fund from which to rebuild what 
had been destroyed. From these and other steps and 
the appearance of hope on the scene was engendered 
a return of the most necessary of elements—confidence 
—and with this the rebuilding of the West German 
economy has passed belief in its vigor and results." 

A few examples may help show what happened. 
West German population is about 40 million. In 1954 
German building of new housing units exceeded 
that in the best postwar year in the United States. 
Streets show real traffic congestion; the cars and trucks 
are all less than five years old—most of them less than 
two or three. People are well dressed and fed. They 
walk with purpose, and no loafers are seen at the 
street corner. In one month in Germany, we saw only 
one group of people not obviously doing something. 
On second look, it turned out that workers in an office 
building were standing in the sun at their noon hour. 
Factories are rebuilt and expanding. The 1954 West 
German production had risen from its barter paralysis 
of 1945-1948 to 170% of 1936, its best prewar year. 
Considering the really rather small total of the outside 
capital represented by the Marshall Plan aid, this is 
pretty remarkable. 

German medicine has not been overlooked in the 
recovery. Particularly in the more productive and 
prosperous parts of the country near the Ruhr, the 
money diverted to medicine has been material. New 
hospital and plant construction in places like Bonn is 
such as would be envied by any medical school wher- 
ever situated. Others have been less completely re- 
built but have much new equipment of the best sorts. 
Swedish x-ray equipment, instruments from this coun- 
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try purchased in the face of the steep dollar exchange 
if they are what is needed, and many good German in- 
struments are found sometimes in profusion, usually 
in impressive amounts. 


Special Features of the German Medical Scene 


American readers will not readily understand the 
objectives of German medical education without a 
background of what types of doctors are needed in 
Germany. One could wish, we insensibly desire, that 
all doctors should be the best and most highly trained 
that can be imagined, but some men are better than 
others, some desire various forms of private practice, 
and some prefer various forms of full-time teaching and 
investigative careers. In Germany the situation is not 
dissimilar, but it is exaggerated by a number of issues. 

The insurance system, founded by Bismarck in 1883 
or thereabouts, is the central core of the practice of 
medicine in Germany. Its rather low fee payment 
schedule overshadows and colors the scene in such a 
way that it has a profound influence on the type of 
care given and on the training of personnel to man it. 
Not revised since 1924, save in minor respects, the fee 
for a practitioner's care for a patient for three months 
is about 5 or 6 marks, with 3 marks for a home visit, 
extras for injections and special procedures, and about 
35 marks for a home delivery. The amount paid in any 
area is constant for each quarter and is divided ac- 
cording to the amount of work done, so that in times 
of increased sickness the fees go down. The people 
plead that there is no more money available for medi- 
cal costs, and since the total of compulsory payment by 
workers for medical, old age, unemployment, and 
other insurance and for taxes amounts to about 30% 
of the take-home pay, there is no chance of increasing 
it. Since about 85% of the people come under the 
privately administered but legally compelling insur- 
ance system, a physician, save for the more highly 
qualified specialist, can scarcely carry on without the 
backlog of money from the insurance system. There 
are about 6,000 doctors waiting their turn for approval 
to practice in the insurance system. If there is ob- 
jection on the part of physicians to the low fee sched- 
ule or other factors, the insurance companies readily 
point to the backlog of doctors eagerly waiting their 
turn for approval. The waiting period generally is 
about three years after the completion of intern train- 
ing. During the waiting period, the majority open an 
office but spend much of their time as voluntary as- 
sistants in hospitals, receiving additional training. As 
soon as the insurance approval is obtained, they are 
rapidly too busy to spend time in hospitals. Although 
their further hospital contacts stop, postgraduate train- 
ing sessions in one or two week outing conferences 
are fostered by the medical associations and are widely 
attended. The general practitioners giving first echelon 
care refer many patients to the specialists’ offices in 
the event specialized diagnosis or care is indicated. 
Ill patients and the majority of maternity cases are 
sent to hospitals, where the insurance system con- 
tinues to pay. Even for long care, such as that needed 
in cases of tuberculosis and arthritis, there is a special 
policy. For hospitalized patients another group of 
physicians, on full-time status, renders the care. This 
may or may not be in the teaching hospital of a uni- 
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versity. The effect of the low payment schedule for 
general practitioners and the need to refer patients 
having more than simple illness may be expected to 
have an effect on the type of care given, on the phv- 
sician participating in it, and, in time, on the type of 
training needed. 

In regard to the insurance system itself, apart from 
its effect on medical care as a whole, much might be 
said and has. It is said to be abused by the unscrupu- 
lous patient because it is free, a condition that exploits 
the doctors and demoralizes the people. The provision 
that the average quarterly allowance for prescriptions 
must remain below 5 marks per month per patient or 
come out of the doctor's pocket does not encourage 
the use of more than the most inexpensive drugs. 
Penicillin is much used, but the “mycins” are scarcely 
used at all. It may be argued quite soundly that in 
view of the low wage scale of the German workman, 
who, to buy the lowest priced car, has to pay the 
equivalent of 2,000 hours of work as opposed to 
roughly 800 in this country, the type of medical care 
assured under the system is far better than it would 
be without it or than the worker in general could af- 
ford. This is perfectly true. German and English peo- 
ple are astonished that in this country we do not have 
a popular and overwhelming demand for similar care, 
but they lose sight of the fact that our more expensive 
medical care is not outside the means of our workers. 
It may be pointed out, however, that the standard of 
living in Germany has currently risen to a level never 
before enjoyed and that the subject might well be re- 
appraised. It may also be pointed out that, while the 
wealth of the capitalist and management classes is 
rising quickly, the income of the worker is not being 
proportionately increased. This widening gap is a 
source of concern in some quarters in Germany and 
might properly concern the medical profession also. 
For if this gap were to be narrowed instead of 
widened, and the standard of living of the workman 
to be increased more in step with the rising tide of 
general recovery and progress, a first consequence 
could be an upward revision in the scale of payments 
for care under the insurance system. It might even be 
possible to bring about a break-up of some of the other 
undesirable factors in the system of medical care, of 
which Germans themselves are not unaware. 

One of these shortcomings in the system is that 
there is no provision under the insurance system for 
preventive and prophylactic medical care. The insur- 
ance system pays for treatment but not prevention. 
Another shortcoming, tentatively being attacked in 
Berlin on a trial basis in one precinct, is the inade- 
quate prenatal care. There is no special stimulus for 
patients to seek such care nor for physicians to pro- 
vide it. That the prenatal care is provided by prac- 
titioners and the delivery is likely to occur in hospitals 
under another group of physicians who do not follow 
the patient ahead of time is a poor system tending to 
aggravate the inadequacy of the prenatal care. 


Medical Schools 


So far as we could see in our necessarily brief con- 
tacts with those who ran the medical schools, condi- 
tions are far better than they were and are improving 
rapidly. 
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Faculties, as noted by Davidson, had been much de- 
pleted after the war. The group of men forced out 
by the Nazis had disappeared, and, when the Nazis 
in turn were removed by occupying forces, there was 
not much left. A few staunch men left over from a 
former age, such as Vollhard, who carried on at about 
80 vears of age, were able to contribute, but the ranks 
of those who were really pre-Nazis and still on hand 
were thin. Since then the faculties have been rebuilt. 
Considering the gaps, the age of the full professors is 
higher than one might expect—mostly in the 50's and 
early 60's. That the German idea of how old a pro- 
fessor should be is somewhat higher than ours and is 
quite strong explains this in part. The personalities 
of the professors we met varied considerably. Some 
were more authoritarian than one might wish, reflect- 
ing some of the errors of the old school. We found 
stressed as a chief teaching aim “to instill the power of 
observation,” long a strong suite in Germany, without 
much mention of the less well-developed capacity to 
reason and infer. Other professors were more liberal. 
Professor Eyer in Bonn stressed newer ideas of pro- 
fessor-student contact, emphasizing the amount of 
time spent in the laboratory circulating among the 
students to quiz them and answer their questions. 

Research and teaching laboratory facilities were in 
various states of repair and replacement. Where there 
are new installations, they are on no substitute plan 
but were built with a sweep and a luxury that the best 
outside Germany may well envy. The German flare 
for architecture and design in the nontraditional styles 
plays a hand here. Where rebuilt or new plants are 
not available, there is doubling up that at times is 
pretty crowded, but there seems to be a willingness to 
put up with this if the wait will mean a better plant 
in the long run. Equipment has been more quickly 
replaced than buildings and is in good supply. Many 
new German instruments are in use, but the best of 
Swedish x-ray equipment was in evidence, often in 
ample quantities. The controllable speed apparatus 
for two-axis serial cerebral arteriograms looked good. 
One magnificent x-ray table had a sort of Stokes 
stretcher in which the patient could be strapped, then 
moved into any position up, down, or sidewise or 
rotated at any angle, all by remote control, and then 
have x-rays taken of any desired part. 

Research of one sort or another was going on not 
only in the university hospitals and laboratories but in 
smaller or remote hospitals to a surprising extent. The 
chief of each of these might well be a_ professor 
extraordinarius, that is not the full professor but still 
carrying an academic rank. At Barmbig, Professor 
Kreutz was doing work with a set of chest leads giving 
an additional triangle of reference, claimed to be help- 
ful in detection and localization of some myocardial 
infarctions otherwise easily missed. The technique ap- 
pears to have sufficiently wide acceptance in Germany, 
so that the leads are indicated on many of the multi- 
ple-purpose six and eight channel beam electrocardio- 
grams made. Particularly impressive programs in 
medicine were being conducted by Knipping in Co- 
logne (he was a veritable dynamo of energy in whirling 
us through his laboratories and explaining in detail 
the part that he thought most applicable to our special 
interests) and by Beudechtel in Munich. Under the 
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latter, Hof, the chief lecturer, was conducting a multi- 
phase attack on the problem of cerebral circulation. 
A lot of work was being done with paper chromato- 
graphy in serum proteins and various lipids and Goff- 
man fractions. Where the technique or the instruments 
were not German, there was quick acknowledgment, 
and the general level of awareness of work going on 
outside Germany seemed to be high. 

The aims and methods of the medical curriculum in 
general follow conventional German lines, with the 
assets and limitations implied. The heart of it is the 
lecture and lecture-demonstration with which the twe 
short semesters are filied to the exclusion or sparing 
use of the smaller group and bedside teaching we re- 
gard as fundamental. How authoritarian the lecture 
might be depends no doubt on the personality and 
view of the professor. It is usual that the professor 
gives the complete series of the didactic lectures in 
his department, and these are supplemented by a 
series of lecture-demonstrations given by the chief 
lecturer. In these there is extensive use of the nu- 
merous other lecturers and assistants of one sort or 
another who are in the university hospitals. Since the 
names of many of these do not appear in the cata- 
logues, the published size of the faculties seems by our 
standards to be small indeed. Many of the smaller and 
more advanced courses designed for departmental stu- 
dents are given by members of the staff below the top 
professor and his first assistant. 

German medical teaching has been much criticized 
for the authoritarian lecture and lack of contact be- 
tween faculty and students. There are, it must be kept 
in mind, however, factors that take some of the bite 
out of this. First, there is the general policy that the 
student is encouraged not to stay in one university but 
to move from one to another. A special committee of 
the faculties of medicine meets three or four times a 
year and has the special purpose of keeping the cur- 
riculum of the various schools as much in line as pos- 
sible, so that these moves will disjoint the student's 
work to the minimum. A result is that though the stu- 
dent may hear Professor A in Heidelberg state cate- 
gorically that such and such is the case with reference 
to a certain disease process, he is quite likely later to 
hear quite another story from Professor B at say, Gies- 
sen. Even though neither professor by himself encour- 
ages the student to do much thinking on the subject, 
the system as a whole does stimulate critical evalua- 
tion from all but the dullards. An advantage of the 
German system of having the lectures given by the 
professor rather than the specialist, who likely knows 
more about a particular subject than his chief, is that 
the lecture is likely to be well given. There is keen 
competition for the position of professor. This does 
not end with election to the chair, since a good lec- 
turer will draw students to his university, and this has 
important connotations for the professor and to his 
classes. Is it not true that most of us remember better 
the contention of the well-given lecture than the lec- 
ture given by someone who knew more but did not 
present it well? 

An influence tending to more contact between stu- 
dent and faculty started in a round-table seminar sys- 
tem worked out at Heidelberg as the result of some 
ideas originating with the Americans on military duty. 
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This system was organized and run by a group of the 
vounger lecturers, had a high degree of student par- 
ticipation, and was successful. That each of the lec- 
turers concerned soon found himself a_ professor 
elsewhere at a younger than usual age did not go un- 
noticed. We found a number of protestations that 
student-faculty relations were growing considerably 
closer in one way or another. When we asked what 
the professors thought of the Americans who might be 
under them as students, however, the answer was that, 
since there was no examination save in the final state 
examination, there was no basis of knowing about in- 
dividuals. This perhaps is an index of the long way 
that there is to go between the old complete lack of 
contact between student and faculty and any newer 
closer association. 

The German custom is for the professor to adopt 
and particularly look after certain favored and special 
students whe may attach themselves to him. Such 
students are taken into the inner laboratories and 
study situations and are given a lot of extra instruction 
and training on an informal basis that probably goes 
beyond what can generally be obtained at most of 
our schools. With little day-by-day or semester quiz- 
zing, the student does not have to be so careful to 
learn that to which he is exposed. The burden of 
learning is up to him, not the faculty. The state exam- 
ination may seem remote and the tendency to let 
things slide a little strong. 

The curriculum and its aims in Germany are quite 
different from those of the United States. Medicine 
is, it must be borne in mind, an undergraduate subject 
on a par with other university subjects. It is divided 
into two phases in Germany: a two and a half year 
preclinical phase, which includes anatomy, physiology, 
and premedical subjects taught by other faculties, and 
a three-year clinical phase, concluded with an exam- 
ination to determine fitness. These clinical years in- 
clude subjects that we class as preclinical, including 
pathology. The object of the clinical years appears to 
be that the student learns about disease largely by 
lecture and demonstration. It includes little training 
in direct patient contact, little training in small group 
bedside teaching, and few applicatory techniques of 
diagnosis and treatment in the students’ hands. In a 
word, it lacks clerkship. To us this seems out of date, 
and for us it is, by 30 or 40 years. For the Germans, 
these things are largely postponed to the graduate hos- 
pital training in what would be classed here as intern- 
ships and residencies. At the end of the clinical years 
is the state examination. Oral, clumsy, and time con- 
suming, it is the index of the student’s proficiency in 
learning; it is graded as pass, cum laude, magna cum 
laude, or summa cum laude; and it is important in 
helping him to get his future appointments. 

The small group teaching and the patient contact 
work that we regard as so important in our teaching 
the Germans maintain are impossible in their semes- 
ters, for the lectures and demonstrations take up so 
much time that little or none is left over. Ward rounds 
too often consist of the professor followed by a great 
line of residents, interns, ward physicians, assistants, 
and, at the end, the student. The student’s chance of 
knowing what goes on with the patient is not good. 
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Nevertheless, the framework for good clerkship anc» - 


small group teaching is present, and the real deficit 
in training with the patient that we emphasize could 
be brought into being. In the famulus, or vacation 
clerkship, there is the possibility of good clerkship 
experience and teaching. Unfortunately, we did not 
have an opportunity to see the famulus system at 
work. The Germans regard it as important and believe 
that it contains the sort of work done in our clerk- 
ship. The legal requirement is a minimum of 3 months 
of such clerkship, but the custom is more like 10 
months. Students are keen to get the best famulus as- 
signments possible, knowing full well the value of the 
experience it may represent. | 

That the famulus is relegated to the vacation, that 
its locus is left up to the student and is often not in 
a university hospital, that it can scarcely receive the 
type of supervision we regard as essential, and that it 
does not include outpatient experience all have in- 
evitable implications for the effect of the famulus in 
the scheme of medical education. 

In the German university the student body in the 
faculty of medicine is, by our standards, large, amount- 
ing to around 40% of the total. Many, whom we 
would find in colleges and universities here, are, in 
Germany, in technical high schools, which accounts 
for some of the difference. The size of the medical 
student body in each university appears now to be 
tailored to fit the laboratory and teaching resources. 
In Bonn, for instance, we were told that 80 students 
per class was about the size the laboratories would 
accommodate, and more would not be accepted. 

There is no attempt, again much inveighed against 
by Davison, to limit the size of the classes on an over- 
all basis. This is in the face of an admitted surplus of 
doctors. The surplus, about 10,000 in a total of around 
64,000, is mostly accounted for by the immigration 
from East Germany and would disappear if the parti- 
tion were ended. Actually, the number of doctors per 
capita is about the same as in this country; but, with 
the smaller total slice of the smaller per capita income 
that is available for defraying the cost of medical care, 
and the adjustments in the type of medical care that 
this has brought about, the number of. doctors needed 
is a smaller fraction of the population, and there is a 
surplus. 

The reasons for nonlimitation of class size are 
more complex than Davison gave credit for. The first is 
academic freedom, a factor that dates back to the 
middle ages and represents a victory for the univer- 
sities over the princes. It is a much-cherished freedom 
of the people that guarantees the right to study what 
one wants to anyone who passes the entrance exam- 
inations. Since the final examination from school is 
also the entrance examination to the university, it is 
not at all simple to do anything much about limiting 
admissions to medical school. The now old system, 
equivalent to our college boards, gives the student 
with reasonable ability free entrance to the medical 
faculties. 

If the size of the student body is not easily con- 
trolled on admission, the faculty has two more 
chances to do something about it. Here there is 
ground for criticism, for we believe that the two ex- 
aminations—the one at the end of the preclinical years 
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and the state examination at the end of the clinical 
years—could be much stiffer. Particularly with the 
first examination, which is wholly under the control of 
the faculty and not. the state as with the latter exam- 
ination, there is a chance for a winnowing that could 
be made to stick. It has always been customary in any 
examination to let those who fail try again. It used 
to be that the number of trials was indefinite; lately, 
only one more chance is given to those who fail the 
first time. More rigorous standards at the first exam- 
ination level would tend to raise the general level of 
attainment, would reduce entrance into medical facul- 
ties of those not sure of their chances of success, and 
would reduce the teaching load in the clinical years. 

Some details of the medical scene need still to be 
filled in. We have mentioned the general practitioner 
and the relatively simple types of care that the fees 
paid by the insurance system induce him to stick to. 
His medical school training is not complete until he 
has a legal minimum of a year as a ward physician. 
By custom he takes two, and the insurance companies’ 
requirements pretty well require him to take a third 
or to take voluntary assistant training that is equiva- 
lent. The general practitioner has behind him, for help 
in his patient care, the specialists and the hospitals. 
The specialist, who generally has an office and not a 
hospital practice, generally has five to seven years of 
hospital training before he is considered trained. The 
hospital personnel consists of a small nucleus of 
permanent full-time physicians, many holding aca- 
demic rank, plus the army of those who are in training 
with a view to becoming general practitioners, special- 
ists, or perhaps permanent academic members of the 
profession. 

Trends in medical teaching and education in Ger- 
many appear to be influenced by two factors: one is 
the general robust nature of the present economy, and 
the other includes the contacts the medical world is 
having with the outside. The presence of American 
and British physicians in Germany with the armed 
forces has no doubt contributed to the briskness of 
these contacts. We were able to find many signs that 
this trend was toward more general contact between 
student and faculty, toward less authoritarian and 
more permissive types of teaching, and toward com- 
parison of what Germany is doing with what goes on 
elsewhere. The research program was perhaps the 
most susceptible to the outside influences and the most 
up-to-date; the form and order, if not the content, of 
the teaching and training program were the least 
changed. 


Comment 


In the course of our tour, we came to the conclusions 
that the good student in a German medical school can 
get a good knowledge of disease and that later in his 
graduate training he will get a sound knowledge of 
diagnosis, treatment, and patient care. While in Ger- 
many, we could not get a clear picture of what happens 
to the student who is less than able or not consci- 
entious. 

It is in this country that one must assess what hap- 
pens to the student in German medical training. We 
have three classes of persons to consider, and already 
a considerable body of evidence relates to at least 
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part of these groups. First, there were experiences 
with those who, for one reason or another, during the 
1930's especially wanted to leave Germany and prac- 
tice in the United States. Even if we take into account 
that many were no longer just finishing their medical 
training and had to face the difficulty any of us would 
find in an examination on the whole gamut of medi- 
cine, if we took it after a time spent in a specialty that 
might itself be narrow, it still remains true that there 
were many who sought to pass our state board exam- 
inations who did not seem, by our standards,’ well 
qualified to practice. More recent is the experience 
with Germans in our hospital intern and residency 
training programs.” With a large deficit in the number 
of available American medical school graduates for the 
internships and residencies of the country, most of 
these get their appointment through the National In- 
tern Matching Plan. This includes, by and large. the 
better appointments. From the nature of things, those 
educated abroad on the whole find their training 
berths open in the secondary and tertiary appoint- 
ments. Experience with these young physicians has 
varied. When the German medical school graduate 
brought here under the Ventnor plan is specifically 
picked from the top 10% of the graduates of the Ger- 
man schools, he has turned out to be excellently qual- 
ified.” When such status has not been assured, some 
of the Germans have proved to be well trained and 
some know amazingly little.” The one factor that has 
stood out in a variety of contacts with recent German 
medical school graduates is the span of knowledge 
and of training, from excellent to pretty inferior. 

This paper is not the medium of suggesting an over- 
all correction. We may hark back to our original com- 
ment, however, that although we were convinced in 
our tour that a good student could get a good educa- 
tion in medicine in Germany, we were not in a posi- 
tion to know whether the mediocre student was sure 
of getting what he could absorb. Conclusions based 
on experience in this country would seem to indicate 
that the German system lets slip through a lot whom 
we would fail. In looking for an explanation, one turns 
to the type of training needed to man the general prac- 
titioners berth. He must first of all know what to do 
about simple things and then he must know when he 
is in need of further help and where to get it. That 
this is so seems to account for the German system of 
passing many whom we would consider ill-prepared 
and for the difficulty experienced by many Germans 
who might have wished to move to this country to 
practice. 

This brings us to the difficult question of the recog- 
nition of the German medical school by our boards of 
licensure. It is somewhat anomalous that the German 
schools, where one may obtain an excellent start in 
medical education, are not recognized, while schools 
of some other countries, where no such training is 
available, receive our recognition. Yet, in view of the 
type of trainee who can pass the German examina- 
tions, at least at the second try, it is hard to extend 
recognition. One is tempted to toy with the idea of 
recognizing German medical school training if backed 
by adequate graduate training and substantiated by a 
cum laude or higher grade in the state examination. 
Such a solution might go a long way toward correcting 
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the present injustices, for it would take into account 
that the student who wanted to had obtained a good 
medical education in Germany. 


Summary and Conclusions 


German medical education is in a phase of health 
and improvement. This relates to the present vigor of 
the economy and to today’s peaceful aims of the peo- 
ple and of the government. Old traditions of the med- 
ical schools, centering around the lectures and the 
lecture-demonstration cramming the short semesters, 
still prevail. The clerkship we consider so inyportant 
is pushed into the vacation famulus, potentially useful 
but not filling the same function we see for it. The 
object of the medical school appears to be to educate 
the student about disease and leave to the graduate 
equivalents of internship and residency the knowledge 
of patients and the training in the techniques of 
diagnosis and treatment. 

Medical training in Germany, as in this country, is 
only part of a process in which the graduate work in 
the hospitals is an important part. Much that our 
clerks get in this country is postponed in Germany to 
the graduate level. Research programs and the con- 
tent of the medical curriculum are far more advanced 
than the scheme of medical teaching. 

On the basis of our tour and what we know from 
this country, it may be concluded that a good student 
may get an excellent training in Germany if he wants 
it, but a poor student may slip by with far less educa- 
tion than he will in this country. One reason why the 
poor student is allowed to get by with so little in Ger- 
many is to be sought in the results of the insurance 
system of medical care. It yields the general prac- 
titioner so low a fee for his services that he is forced 
to limit himself to simple problems and techniques. 
He has to refer to the specialist or the hospital any- 
thing that is more complex. Consequently, the lesser 
amount of training may not be too far out of place in 
the medical scene. A solution for the vexing problem 
of recognition of the German medical school revolves 
about whether the good student should be denied 
recognition because the poor student has been passed 
by the examiners. A possible solution to the problem 
is recognition of medical school training if accom- 
panied by a cum laude in the state examinations. 

100 W. Third St. (Dr. Pteitlenberger ). 
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VIRAL PNEUMONIAS 
GUEST EDITORIAL 
Hobart A. Reimann, M.D. 


Specific viral pneumonias are recognized parts of 
influenza, vaccinia, or measles and of diseases of sus- 
pected viral origin such as infectious mononucleosis. 
Yet the view that a similar circumstance may pertain 
to the pneumonias found at times in patients with 
banal viral infections of the upper respiratory tract 
has not been generally accepted. Perhaps the cumber- 
some term “primary atypical pneumonia of unknown 
etiology” has obstructed thought. There was reason to 
regard pulmonary involvement during colds, influ- 
enza, and the like as the severest form of the basic 
infections. The name viral pneumonia was introduced 
nearly 20 years ago for these pulmonary lesions even 
though viruses had not been recovered.’ Most other 
authors have avoided the adjective viral. They have 
considered these pneumonias as complications or as 
separate entities caused by different agents. Acute 
upper respiratory tract infections have been regarded 
as different diseases, graded according to increasing 


From the Binghamton City Hospital, Binghamton, N. Y. 

1. Reimann, H. A.: Acute Infection of Respiratory Tract with Atypical 
Pneumonia: Disease Entity Probably Caused by Filtrable Virus, J.A.M.A. 
111: 2377-2384 (Dec. 24) 1938. 

2. Ginsberg, H. §., and others: Relation of New Respiratory Agents 
to Acute Respiratory Diseases, Am, J. Pub. Health 45: 915-922 (July) 
1955. 

3. Scher, J. M., and Jaruszewski, E.: Virus Influenza A’ Infection with 
Pulmonary Manifestations, A.M.A. Arch. Int. Med. 90; 201-216 ( Aug.) 
1952. 

4. Rowe, W. P., and others: Isolation of Cytopathogenic Agent from 
Human Adenoids Undergoing Spontaneous Degeneration in Tissue Cul- 
ture, Proc. Soc. Exper. Biol. & Med. 8 4:570-573 (Dec.) 1953. 

5. Hilleman, M. R., and others: Epidemiology of RI (RI-67) Group 
Respiratory Virus Infections in Recruit Populations, Am. J. Hyg. 62: 29- 
42 (July) 1955 

6. Reimann, H. A., and Havens, W. P.: An Epidemic Disease of Res- 
piratory Tract, Arch. Int. Med. 65: 138-150 (Jan.) 1940 

7. Commission on Acute Respiratory Diseases: Transmission of Primary 
Atypical Pneumonia to Human Volunteers: I. Experimental Methods; 
II. Results of Inoculation; III. Clinical Features; IV. Laboratory Studies, 
Bull. Johns Hopkins Hosp. 79: 97-167 (Aug.) 1946. 

Ward, T. G., and others: Production of Pharyngoconjunctival Fever 
in Human Volunteers Inoculated with APC Virus, Reports and Letters, 
Science 122: 1086-1087 (Dec. 2) 1955. 

9. Dingle, J. H.: Respiratory Diseases Caused by Viruses, Mil, Med. 
116; 252-258 (April) 1955. 

10. Hilleman, M. R.; Werner, J. H.; Adair, C. V., and Dreisbach, A. R.: 
Outbreak of Acute Respiratory Illness Caused by RI-67 and Influenza A 
Viruses, Fort Leonard Wood, 1952-1953, Am. J, Hyg. 61: 163- 178 
(March) 1955. 


J.A.M.A., July 14, 1956 


severity from the common cold as the mildest, acute 
respiratory disease and nonbacterial pharyngitis be- 
tween, and primary atypical pneumonia as the se- 
verest.” It is of interest to consider the divergent views 
in the light of recent discoveries. Perhaps now it is 
possible to suggest an improved nosological order so 
that these pneumonias can be placed in their true 
position. 

The entity viral pneumonia, apart from known ones 
such as influenzal pneumonia, was proposed in 1938. 
A number of unusual pneumonias were observed in a 
family afflicted with “grip,” and at the same time addi- 
tional cases were encountered. They were not caused 
by influenza virus, which induces disease character- 
ized mostly by mild upper respiratory tract involve- 
ment and occasionally by pneumonic attacks.’ It 
seemed by analogy that a similar circumstance per- 
tained to other mild diseases of the upper respiratory 
tract. With this in mind, the concept of pulmonary 
involvement as an integral part of various usually mild 
upper respiratory tract diseases was offered, the path- 
ological changes were predicted, and attempts were 
made to isolate a virus. All evidence pointed to one 
or more as the cause. The broad term viral pneumonia 
was proposed to allow for its subsequent replacement 
with etiological terms, if and when the specific agent 
or agents were isolated.’ Since then the disease has 
been transmitted experimentally to volunteers, its 
lesions have been described, and occasional cold 
agglutination of erythrocytes and agglutinin for Strep- 
tococcus MG has been demonstrated. 

Opportunity to clarify the nosology of viral pneu- 
monias seems to be at hand. After the discovery of 
AD virus by Rowe and his associates * in 1953, several 
related ones called RI, APC, and ARD were isolated. 
They compromise a group of respiratory tract viruses 
classified into 14 serotypes. Types 3, 4, and 7 cause 
entities now named acute pharyngoconjunctival fever 
(APC), acute respiratory disease (ARD), and nonbac- 
terial pharyngitis. Most victims of these infections 
are mildly sick, although, in one epidemic of acute 
respiratory disease in military personnel, 25% were 
bedridden and some even had pneumonia.® The pro- 
portion of mild, severe, and pneumonic attacks was 
the same as described in a 1939 outbreak among med- 
ical students and nurses ° and among volunteers inoc- 
ulated with patients’ secretions‘ or with culture fluids 
of APC virus.* Furthermore, the curve of incidence of 
“atypical pneumonia’ follows that of total acute minor 
infections of the upper respiratory tract.’ These ob- 
servations favor the view that mild, severe, and pneu- 
monic attacks are manifestations of the same diseases 
and are caused by the same agents. 

Pulmonary invasion occurs at times during acute 
respiratory disease, acute pharyngoconjunctival fe- 

er,’° and nonbacterial (viral) pharyngitis.** Virus type 
7 was recovered from one patient with pneumonia and 
type 4 from 10 others.’* Yet in several epidemics 
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caused by RI-ARD viruses the acc ying pneu- 
monias unfortunately were excluded from considera- 
tion as primary atypical pneumonia of unknown origin 
because cold agglutination was absent.’* On the other 
hand, RI viruses are said to cause a large proportion 
of cold agglutinin-negative pneumonias.'* However, 
this reaction as well as agglutination of Streptococcus 
MG is present in 90% of patients in some epidemics 
and is absent in other outbreaks.’* Cold agglutination 
appeared after most of the mild nonpneumonic attacks 
and in the pneumonias of inoculated volunteers in one 
experiment’ and was absent in others.’® It is logical 
to assume that agglutinin-positive and agglutinin- 
negative pneumonias are caused by different viruses, 
but they still are viral pneumonias. 

Primary atypical pneumonia (PAP) virus was iso- 
lated from patients in 1944 and again recently, so that 
the predicted existence of other additional specific 
viral pneumonias is suggested. Homologous antibody 
appears in the blood, and there is no cross reaction 
with RI, APC, or ARD viruses. The infection induces 
cold agglutination.’ Furthermore, there are other 
cold agglutinin—-negative and cold agglutinin—positive 
penumonias and Streptococcus MG agglutinin—nega- 
tive and positive ones of probable viral origin that 
occur sporadically ‘* and epidemically’’” in the ab- 
sence of coincident overt cases of mild respiratory 
tract disease. 

Instead of grouping colds, acute respiratory disease, 
acute pharyngoconjunctival fever, nonbacterial phar- 
yngitis, and primary atypical pneumonia in a spectrum 
graded according to severity,’ it would seem that each 
entity has its own spectrum. The nature of each spe- 
cific disease ranges from indpparent or mild attacks 
(mostly), to severer ones (a lesser number), to pneu- 
monia (occasionally). Unless new discoveries show 
otherwise, it can be assumed that the RI-APC-ARD 
and PAP viruses are the causes of many cases of “pri- 
mary atypical pneumonia of unknown etiology” in ad- 
dition to their basic mild diseases. Confusion will 
persist so long as the pulmonary lesions in question 
are regarded as complications or as entities apart from 
mild infections. Thought in this direction probably is 
conditioned by memory of the striking occurrence of 
severe secondary bacterial pneumonias as complica- 
tions during the influenza pandemic of 1918 and per- 
haps also by the high incidence of acute viral upper 
respiratory tract infections preceding pneumococcic 
pneumonia. 

Nomenclature is of more than semantic interest. It 
can be conducive or obstructive to thought. The nega- 
tive term atypical pneumonia is not helpful.’® Cole 
proposed this term in 1928 to differentiate typical 
lobar pneumonia clinically from other pneumonias, 
whatever their cause. Any acute pulmonary infection 
not conforming clinically to the arbitrary prototype is 
atypical, and in this sense the word was used in the 
title of the original publication on viral pneumonia.’ 


EDITORIALS AND COMMENTS 1079 


Fortunately, similar reasoning was not applied to 
aseptic meningitis, which might have been called 
atypical meningitis in relation to meningococcic men- 
ingitis. The meningeal diseases were named accord- 
ing to their respective causative viruses as they were 
discovered. Viral hepatitis might have been named 
atypical hepatitis if yellow fever or spirochetal jaun- 
dice (Weil’s disease) had been used as standards. In 
this case, the infection is called viral hepatitis without 
dissent, even though a virus has not yet been isolated. 

Viral pneumonias are clinically delineated entities 
and outnumber all other pneumonias, especially dur- 
ing epidemics.® They are typical in their own right 
and atypical only if compared with lobar pneumonia. 
The adjective viral is as appropriate as the adjectives 
bacterial or mycotic for their respective pneumonias. 
These adjectives permit arrangement of the different 
pneumonias in a systematic manner as, for example, 
in the classification of bacillary, amebic, and viral 
dysentery. At present, the term viral pneumonia is 
broad enough to cover all viral pulmonary infections 
and tentatively those of probable viral origin in antici- 
pation of the discovery of their causes. In time, when 
terminology is simplified and agreed upon, names (not 
initials) to include mild, severe, and pneumonic forms 
of the same entity can be coined according to the 
name of the causative virus. In influenza, for example, 
the disease is influenza whether or not specific pneu- 
monia is present as one of its manifestations. 

Now that (a) the viruses of some forms of viral pneu- 
monia have been isolated and cultivated, (b) specific 
immunity has been demonstrated, (c) infection can be 
modified by specific vaccine, and (d) the diseases can 
be transmitted experimentally, Koch’s postulates are 
more than fulfilled.”° It is time to place the disease in 
its proper position and to abandon the ambiguous 
name primary atypical pneumonia. 
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SCENES FROM THE CHICAGO MEETING 


4. The A. M. A, House of Delegates in session in the 


1. Within the first hour of the 
opening day, hundreds of physi- 
cians had registered at Navy Pier 
before touring the almost 700 
scientific and technical exhibits. 


2. Typical of the work of refer- 
ence committees is that of the 
Committee on Insurance and Med- 
ical Service. Dr. Willard Wright is 
at the rostrum; others at the speak- 
er’s table (left to right) are Dr. 
Renato J. Azzari, New York; Dr. 
John K. Glen, Chairman, Texas: 
Dr. B. E. Montgomery, Illinois: 
Dr. Paul D. Foster, California: 
and Dr. Richard Meiling, Ohio. 


3. Before Tuesday's “‘“Meet Medicine” luncheon, A. M. A. Presi- 

dent Dwight H. Murray (right) and Dr. Gunnar Gunderson, Chair- 
man, Board of Trustees, had a chat with Chicago’s Mayor Richard J. 
Daley (center). Mayor Daley spoke briefly to the 200 civic leaders at 


the luncheon. 


Grand Ballroom of the Palmer House. 
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5. Mrs. Robert Flanders, Manchester, N. H., newly in- 
stalled President of the A. M. A. Woman’s Auxiliary, is 
congratulated by Dr. Dwight H. Murray, who took over the 
1956-1957 A. M. A. presidency. 


6. The new President-Elect of the A. M. A., Dr. David B. 
Allman (center), receives congratulations from Dr. Louis 
Orr, Vice-Speaker, House of Delegates (right), and the 
Speaker, Dr. Vincent Askey. 


7. The newest member of the Board of Trustees, Dr. 
Hugh Hussey, Washington, D. C. (right), is congratuiated 
by fellow trustees Drs. Edwin S. Hamilton (left) and F. J. 
L. Blasingame. 


8. Today’s Health award winuers: front row (left to right—Mrs. Gordon Livingstone, president, Oklahoma Woman's Auxiliary; Mrs. Delbert 
MacGregor, president, Michigan Woman's Auxiliary; Mrs. C. Rodney Stoltz, Woman’s Auxiliary national Today’s Health chairman; Mrs. 
Robert F. Flanders, President, Woman’s Auxiliary; Mrs. Mason G. Lawson, immediate past-president, Woman’s Auxiliary; Mrs. F. Erwin Trace, 
national public relations chairman, Woman’s Auxiliary; Mrs. W. G. Thuss, president, Alabama Woman’s Auxiliary; Mrs. Roy Douglass, 
president, Tennessee Woman’s Auxiliary; second row—Mrs. W. L. Curtis, president, Georgia Woman's Auxiliary; Mrs. Karl F. Ritter, president, 
Ohio Woman's Auxiliary; Mrs. Otis R. Bowen, Indiana state Today’s Health chairman; Mrs. Morris Hecht, president-elect, Washington Wom- 
an’s Auxiliary; Mrs. B. A. Nelson, president, Kansas Woman’s Auxiliary; Mrs. C. S. Powell, president-elect, Arizona Woman’s Auxiliary; Mrs. 
Paul P. Warden, president, West Virginia Woman's Auxiliary; Mrs. Oscar W. Thoeny, president, Arizona Woman’s Auxiliary; Mrs. George 
F. Keller, president, Oregon Woman’s Auxiliary; and Robert Enlow of A. M. A. Membership-Circulation Department and William Hethering- 
ton, managing publisher of Today’s Health. 
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10. Mobilization of the stapes, as depicted in a model in the 
grag? Exhibit, is inspected by Drs. Samuel Rosen (right) and 
M. G, Shepard, Mount Sinai Hospital, New York City. Dr. Rosen's 
cabibit won the Hektoen gold medal award. 


11. “The Ulcerogenic er of the Pancreas”—winner of the 
Hektoen silver medal award—is discussed with Dr. Richard Hav- 
da, Evansville, Ind., by its exhibiting physician, Dr. Richard J. 
lreton, Columbus, Ohio. 


Pallidum Complement Fixation Test,” exhib- 
J. Magnuson a oseph Portnoy of the U. S. 

Health Service, won the bronze medal 
Here, Dr. Portnoy talks with (left) Dr. Warfield Garson, Chapel 
Hill, ‘N. C., and (center) Dr. Alejandro Chediak, Havana, Cuba. 


13. The Billings gold medal award, nted 
for the best poeta «ed of facts and for excel- a 


St. Mary’s Hospital, Evansville, Ind., for their 
exhibit on body fluids. Dr. Snively discusses his 
exhibit with visiting doctors on Navy Pier. 


14. Winner of the Billings silver medal award 
was the exhibit “Laboratory Techniques in the 
Diagnosis of Communicable Diseases,” being 
discussed here by exhibitor Dr. G. R. Cooper 
(left) of the U. S. Public Health Service, ae 
lanta, ag with Dr. B. Dixon Holland, Secre- 
tary, A. M. A. Council on Industrial ‘Health. 


15. The Billings bronze medal award was pre- 
sented to Dr. Roderick Turner (right) of the 
U. C. L. A. School of Medicine for his exhibit on 
surgical techniques of total perineal prostatec- 
tomy, which was carved entirely from soap. Dr. 

urner shows his technique to Dr. Rodolfo M. 
Madlangsacay, Chicago. 
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17. Walter L. Bierring, 1956 Distin- 

shed Service award winner (right), is 
shown with Drs. Murray and Hess during 
Inaugural Ceremony. 

20. Dr. Bierring is congratulated by 
Dr. Gunderson, Board of Trustees Chair- 
man. 
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Inaugural Ceremony. 


18. Largest sum given to AMEF is pre- 
sented by . F. Lee alg (left) and Har- 
old M. Camp, ‘Hlinois medical society, to Dr. 
Louis H. Bauer. 


16. In the Chicago Civic Opera House, Dr. Gunnar Gunderson, Chairman, A. M. A. Board of 
ees, administered the oath of office to the new President 


» Dr. Dwight H. Murray, at the 


19. Newly elected Vice-President Dr. F. S. 
Crockett (left) is congratulated by Dr. E. Vin- 
cent Askey, Speaker of the A. M. A. House of 
Delegates. 


21. Dr. David B. Allman, President-Elect, 
talks to reporters and writers covering the meet- 
ing. 
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22. Camera crew sets up for a scene for “On Impact,” a 14-minute 
television film on i crash injuries to be released by the A. M. A. and 
Ford Compa 
23. Dr. E. C. PQuackenbush, Hartford, Wis., takes advantage of the 
free pte Ae “examinations at Navy Pier. Here, Miss Alberta Thrasher of 
Chicago’s Municipal Tuberculosis Sanitarium positions him for a chest 
x-ray 
24. In the exhibits on arthritis, Dr. F. H. Gardner, Boston, tests a 
wheel chair as Dr. E. W. Lowman, New York, explains its operation. 
5. Two-year-old Becky Taylor, a cerebral palsy victim, demonstrates 
her determination to walk under the supervision of Miss Ma 
Smith, an occupational therapist from Crossroads Rehabilitation Center, 


26. Gross ae: * always a popular scientific exhibit, is discussed 
by vad - Cc. Calvert, eston, Mo., with exhibitor Dr. James B. Simonds, 


27. wat American Heart Association booth, eight men listen to heart 


sounds. 
“98. Drs. Irwin Siegel, Aes ag and J. A. Stoeckinegr, Lexington, Ky., 
watch Dr. Edmund T. » Callicoon, nstrate the 
ts racondylar fracture of the Foti on Jack Crossin in the special 
at Navy Pier. 
ore than 300 physicians and civil defense leaders participated 
in a National Civil Defense Conference at the Morrison Hotel. Dr. 
Harold C. Lueth, Chairman, Committee on Civil Defense of the A. M. A. 
Council on National Defense, discusses an exhibit with Rep. Chet Holli- 
field of California, chairman of the House subcommittee on military 
operations, 
30. Dr. R. G. Elliott and son Tom of Kansas City, Mo., listen to the 
ed discussion of malignant head and neck lesions. 
31. At exhibit on auto crash injury, Sgt. E. C. Paul, Indiana State 
Police, — the value of seat belts to Dr. G. A. Williamson, 
oenix, Ariz. 


WEAR! 


: 
a 
al 
| ome, Indianapolis. 
; 
29 
rey 
| 


Vol. 161, No. 11 


1085 


MEDICAL NEWS 


ARKANSAS 


Dr. Shipp Assumes New Post.—Dr. David Harvey Shipp, former 
chief of staff of the Arkansas Childrens Home and Hospital 
and past-president of the Pulaski County Medical Society, has 
been appointed medical director of the General Life Insurance 
Company of Arkansas, which recently moved to 804 W. Third 
St., Little Rock. Dr. Shipp, who is on the surgery staffs of the 
Arkansas Baptist Hospital and St. Vincent Infirmary, is an as- 
sociate professor of surgery at the University of Arkansas School 
of Medicine, Little Rock. 


Society News.—New officers of the 50-Year Club, elected at the 
last annual session of the Arkansas Medical Society, include 
Dr. William E. Hamil, Pocahontas, president; Dr. James C. 
Gilliam, Des Arc, vice-president: and Dr. John H. McCurry, 
Cash, life secretary.——Newly elected officers of the recently 
formed Arkansas chapter of the American Trudeau Society in- 
clude Dr. Frederick Gray Jr., Little Rock, president; Dr. Harley 
C. Darnall, Fort Smith, president-elect; and Dr. Woodbridge E. 
Morris, Little Rock, secretary-treasurer. 


CALIFORNIA 


Memorial Fund.—A memorial fund has been set up honoring 
the late Dr. Bertram V. A. Low-Beer. Contributions may be 
sent to the department of radiology, University of California 
Medical School, San Francisco 22, in which he served as pro- 
fessor until his death Sept. 25, 1955——A memorial fund for the 
late Dr. Glenn Blackwelder has been established by the board 
of directors of the Feather River Sanitarium and Hospital, 
Paradise, a nonprofit corporation, established in 1947 “as a 
service to the community.” Dr. Blackwelder, who died last year 
at the age of 34, was a member of the hospital’s board and 
co-founder. He served in the Army Medical Corps during the 
Korean war.——Establishment of the Dr. John Mackenzie Brown 
memorial fund to build a lecture hall in the University of 
Southern California School of Medicine, Los Angeles, was re- 
cently announced at a dinner meeting of the Research Study 
Club with the ear, nose, and throat section of the Los Angeles 
County Medical Association. The study club made the first 
contribution of $5,000. Other gifts from the College of Medical 
Evangelists, Loma Linda, Los Angeles, the University of Cali- 
fornia School of Medicine at Los Angeles, and individual donors 
brought the total close to $8,000. The campaign goal is 
$15,000. 


Report on Air Pollution.—The California State Department 
of Public Health has issued a brochure, “Clean Air for Cali- 
fornia” (second edition), which outlines two new, closely inte- 
grated programs: (1) an environmental study, which includes 
the investigation of conditions actually occurring in the atmos- 
phere, the establishment of air-monitoring networks, and assist- 
ance to local agencies in establishing long-range smog control 
and prevention programs, and (2) measures to determine the 
health effects of smog in California, including analyses of mor- 
tality of populations exposed to smog and the influence of air 
pollution on human performance. The report emphasizes the 
responsibility of local agencies for control and prevention of air 
pollution through air measurement systems and effective control 
ordinances. It visualizes the state and federal governments as 
providing research and technical assistance to local agencies 
and financial aid for needed research projects. 


Gift to Hospital.—The Fresno Veterans Administration hospital 
recently received $10,000 from Mr. and Mrs. Yoshisaburo 
Okuda, a Japanese-American couple, who made the gift “in 
recognition of 60 years of married life in which they were priv- 
ileged to live in this country and because they had no sons to 
give to the armed forces of their adopted home.” 


Physicians are invited to send to this department items of news of gen- 
eral interest, for example, those relating to society activities, new hospitals, 
education, and public health. Programs should be received at least three 
weeks before the date of mecting. 


Seminar on Anesthesia.—The University of California Exten- 
sion and the University of California School of Medicine at Los 
Angeles will present an Anesthesia Seminar Aug. 27-29 under 
the chairmanship of Dr. John B. Dillon. Out-of-state lecturers 
will include Dr. John Adriani, professor of surgery, Tulane 
University of Louisiana School of Medicine, clinical professor 
of surgery and pharmacology at Louisiana State University 
School of Medicine, and director of the department of anes- 
thesia, Charity Hospital of Louisiana, New Orleans; Dr. Stuart 
C. Cullen, professor of surgery and chairman of the division of 
anesthesiology, State University of lowa College of Medicine, 
fowa City; Dr. James E. Eckenhoff, assistant professor of anes- 
thesiclogy, University of Pennsylvania School of Medicine, 
Philadelphia; and Dr. Frederick H. Van Bergen, director of the 
department of anesthesiology, University of Minnesota Medical 
School, Minneapolis. Enrollment in the course will be limited to 
100. The course fee is $50. Copies of daily lecture topics and 
additional enrollment information are available on request to 
University of California Extension, Medical, Los Angeles 24. 


Society News.—The California Society of Allergy recently 
elected Dr. Ben C. Eisenberg, Huntington Park, president; 
Dr. Willard S. Small, Pasadena, president-elect; and Dr. Wil- 
liam J. Kerr Jr., San Rafael, secretary-treasurer.——The San 
Francisco Dermatological Society recently elected Dr. William 
F. B. Harding, Sacramento, president; Dr. Herbert L. Joseph, 
Vallejo, vice-president; and Dr. R. Raymond Allington, Oak- 
land, secretary.——Newly elected officers of the California So- 
ciety of Plastic Surgeons include: Dr. Gerald B. O’Connor, 
San Francisco, president; Dr. Michael M. Gurdin, Beverly Hills, 
vice-president; and Dr. Benjamin F, Edwards, Santa Monica, 
secretary-treasurer. 


Course on Internal Medicine.—The University of California 
Extension and the University of California at Los Angeles 
School of Medicine will conduct a course in “Recent Advances 
in Medicine (Current Topics in Internal Medicine)” at the 
university's medical center July 23-27, with Dr. David H. 
Solomon as course chairman ($70 for all sessions and $20 for 
each single session). Daily topics will include Newer Aspects 
of Cardiology, The Expanding Role of Radioisotopes in Clin- 
ical Medicine, Current Diagnosis and Therapy in Hematology, 
and The Pharmacology and Use of Newer Drugs. Registration 
is being accepted at the offices of the University of California 
Extension, Medical, Los Angeles 24. 


DISTRICT OF COLUMBIA 


Dr. Hussey to Direct Department of Medicine.—Dr. Hugh H. 
Hussey, who has served as professor of preventive medicine 
at his alma mater, Georgetown University School of Medicine, 
Washington, D. C., has been appointed director of the depart- 
ment of medicine. Dr. Hussey, recently elected to the Board of 
Trustees of the American Medical Association, has been on the 
faculty of the medical school for over 20 years and has served 
as head of the Georgetown service of the department of medi- 
cine, District of Columbia General Hospital since 1946. He is 
the medical editor of GP, has been active in the Medical Society 
of the District of Columbia, and is on the advisory council of 
the district health officer. Dr. Hussey succeeds Dr. Harold J. 
Jeghers, who resigned the professorship of medicine to develop 
this department in the newly established medical school at 
Seton Hall University in Jersey City, N. J. (THe JourNnat, June 
23, page 741). 


IDAHO 


Personal.—Dr. James O. Cromwell, former superintendent of 
the State Hospital at Blackfoot, was honored with a “case 
history” party when he left Blackfoot to assume a position in 
Independence, Iowa. Dr. Charles Sprague acted as master of 
ceremonies at the dinner, at which numerous gifts were pre- 
sented, including a desk-pen set and wrist watch for Dr. Crom- 
well and a travel clock for Mrs. Cromwell. 
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Cancer Award to Dr. White.—The American Cancer Society’s 
1955 distinquished service award has been given to Dr. Ray- 
mond L. White of Boise, chairman of the executive committee 
of the Idaho division of the society for the last five years. Dr. 
White was largely responsible for production of the film, 
“Living Insurance.” which has been adopted as part of the 
national cancer education program. He is also credited with 
directing a professional education program, intensive post- 
graduate medical courses, which have been attended by more 
than half the physicians in Idaho, and accreditation of the 
first tumor boards in Boise and Idaho Falls. 


ILLINOIS 


Clinics for Crippled Children.—The University of Hlinois divi- 
sion of services for crippled children has scheduled the follow- 
ing clinics to which any private physician may refer or bring 
children for consultative services 
July 17, Alton, Alton Memorial Hospital; Danville, Lake View Hospital; 
Quiney, St. Marv’s Hospital. 
July 18, Evergreen Park, Little Company of Mary Hospital. 
July 19, Flora, Clay County Hospital; Rockford, St. Anthony Hospital. 
July 20, Evanston, St. Francis Hospital. 
July 24, Effingham (rheumatic fever), St. Anthony's Emergency Hos- 
pital; Peoria, Children’s Hospital. 


Chief of Hospital Department Appointed.—Dr. Leonard F. 
Jourdonais, Evanston, has been named the new chief of the 
Evanston Hospital department of medicine, effective Sept. 1, 
to succeed Dr. Lowell D. Snorf, Wilmette, who has become 
chief emeritus. Dr. Jourdonais, assistant professor of medicine 
at Northwestern University School, Chicago, has been a mem- 
ber of the Evanston Hospital staft since graduation from North- 
western in 1933, with the exception of two years spent in 
residency at the New York Postgraduate Hospital. He is a 
former president of the Evanston Hospital attending staff and 
in recent years has served as chief of the metabolic section at 
the hospital. Dr. Jourdonais is president of the medical division, 
Northwestern University Alumni Association. Dr. Snorf, pro- 
fessor of medicine at the medical school, has been chief of the 
department of medicine at Evanston Hospital since 1939, having 
joined the staff in 1930. He was named chairman of the Section 
on Gastroenterology and Proctology of the American Medical 
Association this year. 


Chicago 

Commemorative Gift.—The Chicago Medical School has _re- 
ceived a gift of $500 from the Dr. Howard Sloan Memorial 
Research fund to commemorate the late Dr. Sloan’s birthday 
on April 2. This gift, which is applied to the Dr. Howard Sloan 
Puysiology Research Grant, has been received by the school 
annually since the fund was established by friends of Dr. 
Sloan in 1953. It has been allocated for the purchase of special 
equipment for cancer research in the department of physiology 
and pharmacology. 


Personal.—Dr. John H. Landor, a resident in the department of 
surgery at his alma mater, the University of Chicago School of 
Medicine, has been awarded the Joseph A. Capps Prize for 
Medical Research for work outlined in a paper entitled “Experi- 
mental Studies on the Secretions of the Isolated Duodenum.”—— 
Dr. Harry B. Harding, associate professor of bacteriology, and 
his wife, Mrs. Eleanor Harding, research bacteriologist, North- 
western University Medical School, have been awarded fellow- 
ships by the China Medical Board to study tropical diseases and 
parasitology at the Tropical Disease Institute of Puerto Rico in 
San Juan during July and August.-—Gold keys were recently 
presented to the following members of the Mercy Hospital medi- 
cal staff for 30 years or more of service: Drs. Joseph M. Leonard, 
John B. O'Donoghue Sr., Thomas F. Walsh, Carl H. Christoph, 
Morgan J. O'Connell, Joseph E. Laibe, Raphael J. Welsh, John 
C. Murray, Frank C. Val Dez, Herbert E. Schmitz, and Arkell 
M. Vaughn.——The Samuel D. Gross prize of the Philadelphia 
Academy of Surgery for 1955 has been awarded to Dr. J. 
Garrott Allen, professor of surgery, University of Chicago School 
of Medicine, for his essay entitled “Liquid Plasma—Its Safety 
and Usefulness in Shock and Hypoproteinemia.” The prize 
($1,500) is awarded every five years for the best essay on some 
subject in clinical surgery or surgical pathology, based on original 
work and not previously published.——Dr. Joseph K. Narat, 
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research assistant, department of surgery, University of IHlinois 
College of Medicine, left recently for the Orient to lecture on 
“Recent Progress of American Surgery” before the surgical 
societies of Rangoon (Burma), Bangkok (Thailand), and Kyoto 
(Japan). 


Chairman of Anatomy.--Barry J. Anson, Ph.D., a faculty mem- 
ber of Northwestern University Medical School for 30 vears 
and professor of anatomy for 14, was named chairman of the 
department of anatomy at the close of the school year, succeed- 
ing Leslie B. Arey, Ph.D., who will continue at Northwestern 
in a teaching and research capacity. Dr. Anson also will receive 
the Robert Laughlin Rea professorship in anatomy, established 
by Mrs. Nellie Manlove Rea as a memorial to her husband, a 
former professor of anatomy. President-elect of the American 
Association of Anatomists, Dr. Anson is on the attending stafl 
of Passavant Memoria! Hospital. He is the author of scientific 
articles and the book “Atlas of Human Anatomy” and co-author 
of “The Temporal Bone and Ear,” written in collaboration 
with Theodore H. Bast, Ph.D., of the University of Wisconsin. 
Madison. “Surgical Anatomy,” with Dr. Walter G. Maddock of 
Northwestern University, and “Anatomy and Surgery of Her- 
nia,” with Dr. Leo M. Zimmerman of the Chicago Medical 
School. 


Bruno Epstein Acheivement Award.—The Dr. Bruno Epstein 
Intern Achievement award of the Cook County Hospital will be 
sponsored jointly by the Hektoen Institute of Cook County 
Hospital and the Phi Delta Epsilon Foundation of Chicago as 
a memorial to the late Dr. Epstein who, on duty in his ward 
as an intern in Cook County Hospital, was killed by a dis- 
gruntled outpatient. The award will consist of an engraved 
plaque or certificate, together with a cash prize to be granted 
every year to one or more interns for superior service in the 
care of hospital patients. The name of the intern, selected 
annually by a committee of the hospital staff, will be engraved 
on a permanent Bruno Epstein plaque in the Karl A. Meyer 
Hall. To secure a tax-free memorial fund, tax-deductible con- 
tributions should be made either to the Hektoen Institute of 
Cook County Hospital Bruno Epstein Fund (629 $. Wood St., 
Chicago 12) or to Phi Delta Epsilon Foundation, Treasurer, 
Bruno Epstein Fund (111 N. Wabash Ave., Chicago ). 


IOWA 


State Medical Election.—Newly elected officers of the Iowa 
State Medical Society include Dr. Wendell L. Downing, Le- 
Mars, president; Dr. Fred Sternagel, West Des Moines, presi- 
dent-elect; Dr. William M. Sproul, Des Moines, vice-president; 
Dr. Richard F. Birge, Des Moines, secretary; and Dr. Nevin B. 
Anderson, Des Moines, treasurer. 


Merit Award Recipients.—Dr. Robert L. Parker, Des Moines, 
and Dr. George Braunlich, Davenport, received awards of 
merit from the lowa State Medical Society at the annual ban- 
quet. Dr. Parker, who has served as an officer for a longer 
period than any other physician, was treasurer of the society 
from 1927 to 1930, secretary from 1930 to 1945, and president 
in 1947. Dr. Braunlich’s citation, presented in absentia because 
of illness, commended him for the able representation he gave 
the lowa Medical Society as one of its members of the House 
of Delegates of the American Medical Association from 1946 
to 1955. 


Hospital News.—Gerhard Hartman, Ph.D., superintendent of the 
State University of lowa Hospitals and professor of hospital 
administration at the university, left July 1 to act as consultant 
for six weeks this summer in the planning of an educational 
program in hospital administration at Australia’s New South 
Wales University of Technology, Sydney. His work is being 
sponsored by the W. K. Kellogg Foundation, which last year 
awarded a $96,000 grant to the lowa university for use in the 
hospital administration program which Dr. Hartman directs. Dr. 
Hartman also will serve in an advisory capacity to the Australian 
Hospital Association, the Australian Institute of Hospital Ad- 
ministrators, the University of Sydney college of medicine, and 
the Australian government. 
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MASSACHUSETTS 


Society News.—The Massachusetts Society for Research in Psy- 
chiatry recently elected Dr. Max Rinkel, Boston, president; Dr. 
Philip Solomon, Brookline, vice-president; and Dr. Peter H. 
Knapp, Boston, secretary-treasurer. 


Dr. Enders Named Professor.—John Franklin Enders, Ph.D., 
winner of the 1954 Nobel Prize in Physiology and Medicine, has 
been promoted to professor of bacteriology and immunology at 
the Children’s Hospital in Boston. Dr. Enders, who has been at 
the Harvard Medical School since his appointment as assistant in 
bacteriology and immunology in 1929, has been chief of the 
research division of infectious diseases at the Children’s Hospital 
since 1947 and will continue to serve in that capacity. Best 
known to the public for his cultivation of poliomyelitis virus in 
tissue cultures of human cells (1949) (with Dr. Thomas Weller, 
now at the Harvard School of Public Health, Boston, and Dr. 
Frederick C. Robbins, now at Western Reserve University 
School of Medicine, Cleveland), Dr. Enders is continuing his 
studies on other viruses, among them those causing measles and 
hepatitis. 


MICHIGAN 

Society News.—The Detroit Dermatological Society recently 
elected Dr. Hermann Kk. Pinkus, Monroe, president; Dr. Cole- 
man Mopper, Detroit, president-elect; and Dr. Alice E. Palmer, 
Detroit, secretary-treasurer. 


Dr. Winchester Honored.—Dr. Walter H. Winchester, Flint, 
Michigan’s Foremost Family Physician for 1955, was honored 
by the Genesee County Medica! Society on his 81st birthday. 
Dr. Leighton O. Shantz, Flint, president, presided at the meet- 
ing, which was attended by more than 500 of Dr. Winchester’s 
friends. Eulogies were offered by Drs. L. Fernald Foster, Bay 
City, who spoke of him as a physician; Grover C. Penberthy, 
Detroit, who outlined Dr. Winchester’s experience as a soldier; 
Richard L. Rapport, Flint, who spoke of him as a medical pio- 
neer; and Albert C. Furstenberg, Ann Arbor, who outlined 
accomplishments and improvements in service to patients occur- 
ring during the 53 years during which Dr. Winchester practiced 
in Flint. Rev. Franklin D. Elmer Jr. recounted the civic activi- 
ties of Dr. Winchester. 


MISSOURI 


Father Schwitalla Honored.—During a recent reception at the 
St. Louis University School of Medicine, Dr. James W. Colbert 
Jr., dean, unveiled a portrait of the Rev. Alphonse M. Schwitalla, 
S.J., St. Louis, dean emeritus, in the south wing of the school of 
medicine, where the portrait will remain. In 1948 Father 
Schwitalla became the first layman to be awarded the Citation to 
Distinguished Layman of the American Medical Association “for 
outstanding effort for the public welfare on a national level.” 
Dean of the school of medicine of St. Louis University trom 1927 
to 1948, he was made dean emeritus in 1949. 


Institute of Neurology.—Gifts aggregating a million dollars to 
endow the Beaumont-May Institute of Neurology at the Wash- 
ington University School of Medicine in St. Louis were recently 
made by the Louis D. Beaumont Foundation of Cleveland; 
Morton J. May, chairman of the board of May Department 
Stores Co.; and Mrs. Charles M. Rice in behalf of her family 
and in memory of her late husband, an attorney and civic leader. 
lt is expected that the grant will provide new permanent posi- 
tions for key investigators and that these funds will be expanded 
through short-term research grants from national organizations. 


NEW YORK 


Morley B. Lewis Memorial.—The late Dr. Morley B. Lewis, who 
died at the Southampton Hospital Dec. 3, 1955, will be honored 
by a memorial “in keeping with his many years of service to the 
ill and needy.” The memorial will take the form of 30 beds and 
other furnishings for wards of the Southampton Hospital, of 
which he was one of the founders 40 years ago. 
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Grants to Hearing Centers.—Dr. Herman F. Hilleboe, state health 
commissioner, announces that grants have been approved that 
will help existing regional hearing centers throughout the state 
to expand and improve their services by adding new staff and 
equipment and will encourage the development of new centers 
in areas far removed from existing facilities. Under the new 
program, funds totaling $80,000 for the first year’s operations are 
being made available to the following centers: 

Albany, Conservation of Hearing Center, Albany Hospital. 

Buffalo, Buffalo Hearing and Speech Center, Inc., 2183 Main St. 

Mineola, Long Island Hearing and Speech Society, First Street. 

Rochester, Rochester Hearing and Speech Society, Inc., 800 E. Main St. 


Utica, Hearing and Speech Center, Children’s Hospital Home, 1675 
Bennett St. 

New York City, (1) Hearing and Speech Clinic, Manhattan Eve, Ear 
and Throat Hospital, 210 E. 64th St., New York 21; (2) Speech and 
Hearing Section of Vanderbilt Clinic, at Columbia-Presbyterian Medi- 
cal Center, and (3) New York Hospital, 525 E. 68th St. 


The centers will receive $10,000 in assistance the first vear; 
$8,000 the second; $6,000 the third; $4,000 the fourth, and 
$2,000 the fifth. 


Society News.—Newly elected officers of the Nassau Neuropsy- 
chiatric Society include Dr. Ursula G. Stewart, Elmont, presi- 
dent; Dr. Irving Chipkin, Hempstead, vice-president; and Dr. 
Aaron W. Bortin, Roslyn, secretary-treasurer.——Newly elected 
officers of the New York Roentgen Society include Dr. Sidney 
Rubenfeld, president; Dr. Maxwell H. Poppel, vice-president; 
Dr. John A. Evans, secretary; and Dr. Harold G. Jacobson, 
treasurer, all of New York City.—-Dr. Howard Reid Craig, 
director of the New York Academy of Medicine, recently an- 
nounced the acquisition by the library of the academy of an 
original letter of Dr. Edward Jenner and a document entirely in 
the hand of his celebrated American contemporary, Dr. Benja- 
min Waterhouse, who first introduced Jenner’s discovery of 
vaccination in this country. The rare autographs were presented 
to the library by Mr. Louis Spirt, president of the pharmaceutical 
firm of Spirt & Co., Waterbury, Conn. The documents were 
featured in a display of Jenner and Waterhouse material from 
the collections of the library, which opened May 17, the 207th 
anniversary of Jenner’s birth.——The first general meeting of the 
Greater New York chapter of the new National Cystic Fibrosis 
Research Foundation was addressed May 25 by the new national 
president, Dr. Wynne Sharples, Dallas, Texas. The local chapter 
operated in the Greater New York area for the year previous as 
the Cystic Fibrosis Association. During the past year the asso- 
ciation has awarded grants totaling over $23,000 to the following 
local institutions: Babies’ Hospital; Cornell University Medical 
College; New York Medical College, Flower and Fifth Avenue 
Hospitals; and New York University College of Medicine. The 
National Foundation awarded, in addition, grants totaling 
$35,000. Descriptive literature at the layman’s and physician's 
level is available without cost at the New York office of the foun- 
dation (Cystic Fibrosis Association, Hotel Martinique, Broadway 
and 32nd Street.)——The Kings County Medical Society has 
announced plans for formation of a committee for the study of 
pelvic malignancy, said to be the first of its kind in New York 
state and the second such committee to be formed in the United 
States. This committee, which is being formed in conjunction 
with the Brooklyn Gynecological Society, will (1) study all 
fatalities in which cancer originated in the female organs; 
(2) educate the medical profession as to the latest methods of 
diagnosis and treatment of cancer in the female organs; and 
(3) interpret to the public information that may lead to early 
diagnosis and treatment of this condition. An initial grant of 
$1,000 has been approved for preliminary planning and setting 
up of this project under the chairmanship of Dr. John Gerard 
Masterson, Brooklyn. 


NEW YORK CITY 

Hinkle Memorial Award.—The first scholarship from the Beatrice 
M. Hinkle Memorial fund, honoring the late Dr. Hinkle, has 
been awarded to Alma A. Paulsen, Ph.D., chief psychologist, 
bureau of child guidance, New York City Board of Education. 
Dr. Paulsen, on sabbatical leave, will study for six months at the 
C. G. Jung Institute, Zurich, Switzerland, where much of Dr. 
Hinkle’s work was done. 
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Harvey Lecture.—William D. McElroy, Ph.D., professor of biol- 
ogy, and director of McCollum-Pratt Institute, Baltimore, de- 
livered the ninth Harvey Lecture of the 1955-1956 series at the 
New York Academy of Medicine May 17. His subject was 
“Physiology and Biochemistry of Light Emission.” 


Menas Gregory Lecture.—Frank A. Beach, Ph.D., Sterling Pro- 
fessor of Psychology at Yale University, New Haven, Conn., 
delivered the Menas S. Gregory Lecture of the New York Uni- 
versity College of Medicine, “Theories cf Sexual Motivation,” 
May 10. This was the 10th of a series of talks on topics concerned 
with psychiatry, made possible by the will of the late Dr. Menas 
S. Gergory, who served as professor and chairman of the depart- 
ment of psychiatry at the New York University College of Medi- 
cine. 


OHIO 


Cincinnati Academy Exposition.—In celebration of its centennial 
year, 1957, the Academy of Medicine of Cincinnati is planning 
to hold an exposition Feb. 27-March 5, 1957, in Music Hall. 
Local, national, and international exhibits have been invited for 
the Centennial Exposition, which will be open, free, to the public. 
The objectives are listed as: “(1) to attract more persons into 
employment of the fields of medicine, health, research, and 
science; (2) to inspire more young people to train themselves 
for a vocation in medicine and allied research, scientific, and 
health fields; (3) to provide an excellent public relations medium 
for the participating exhibitors; and (4) to promote general 
health in this community.” Conducted tours for school children 
and other special groups will be scheduled. Members of the 
women’s auxiliary of the Academy of Medicine of Cincinnati 
will serve as hostesses and guides. The exposition will be spon- 
sored by the Cincinnati Health Museum Exposition, Inc., 152 E. 
Fourth St., Cincinnati (PArkway 1-2345). Inquiries should be 
directed to the business manager. 


WASHINGTON 


Symposium on Metabolic and Endocrine Diseases.—A summer 
symposium on metabolic and endocrine diseases, sponsored by 
the Washington Diabetes Association, will be held Aug. 3 at the 
University of Washington School of Medicine, Seattle. Featured 
speakers will be Drs. E, Perry McCullagh, Cleveland; James R. 
Hendon, Louisville, Ky., and Hamish W. McIntosh, Vancouver, 
Canada. At the close of the afternoon session there will be a 
panel presentation of problem thyroid cases for discussion of 
management and treatment by Dr. McCullagh, Dr. McIntosh 
and Dr. Robert H. Williams, professor of medicine, University 
of Washington School of Medicine. For information write to: 
Washington Diabetes Association, P. O. Box 228, Seattle 11. All 
physicians are cordially invited to attend and participate in the 
discussions. 


Personal.—Dr. Richard F. C. Kegel, Aberdeen, was recently made 
a member of the French Cancer Society on the nomination of 
Prof. Charles Oberling, head of the French Institute of Cancer. 
——Dr. Bernard Bucove, Seattle, was appointed director of the 
state health department to succeed Dr. John A. Kahl, who re- 
signed Aug. 1, 1955. Dr. Bucove had served as active head in 
the interim.——Dr. Kenneth K. Sherwood, medical director of the 
King County Hospital System, Seattle, was promoted to general 
superintendent, effective July 1. 


WISCONSIN 

Memorial to Dr. Gonce.—A living memorial to the late Dr. John 
E. Gonce, professor of pediatrics and for more than 36 years a 
faculty member at the University of Wisconsin Medical School, 
Madison, who died March 25, has been started. According to 
Dr. John Z. Bowers, dean of the medical school, “people who 
liked him personally and people whose sick children he had 
helped, started sending us checks, and had asked us to use them 
in the memory of Dr. Gonce. While we do not, as yet, have a 
specific use for this fund, we intend to find one which would 
have had the approval of Dr. Gonce himself.” Those desiring to 
help create this memorial should send their checks to Dr. John 
Gonce Memorial Fund, University of Wisconsin Medical School, 
Madison. 


J.A.M.A., July 14, 1956 


GENERAL 


Research in Physiology of Reproduction.—The Dickinson Re- 
search Memorial, research arm of the Planned Parenthood Feder- 
ation of America, Inc., is interested in supporting basic research 
in the physiology of reproduction, with special emphasis on fac- 
tors influencing fertility. For information address the Dickinson 
Research Memorial, 501 Madison Ave., New York 22. 


Cancer Fund Grants.—Bimonthly cancer research grants amount- 
ing to $171,600 were recently announced by the Damon Runyon 
Memorial Fund. The allocations will help support research proj- 
ects in hospitals and medical schools in nine states, Canada, and 
the Institute Jules Bordet in Brussels, Belgium, where Dr. Henry 
J. Tagnon is continuing for a third year a study of “Prostatic 
Fibrinolysin in Patients with Cancer.” Since its inception on 
Dec. 10, 1946, the fund has allocated $9,810,579 for 642 grants 
and 337 fellowships in 209 institutions in the 48 states and the 
District of Columbia. 


Surgical Clinics World Tour.—The second postgraduate surgical 
clinics of the International College of Surgeons will be held dur- 
ing a 46-day world tour, leaving Los Angeles Oct. 13 and 
returning to New York Nov. 27. The itinerary includes Hawaii, 
Japan, Formosa, the Philippine Islands, Hong Kong, Siam, India, 
Pakistan, Iran, Turkey, and Greece. The tour rate for first-class 
passage is $2,980 a person, double occupancy, and for tourist 
class $2,470 a person, double occupancy. Reservations are being 
made by the International Travel Service, Inc., Palmer House, 
119 S. State St., Chicago 3. 


Gift for Hospital in Israel.—The International Ladies’ Garment 
Workers’ Union, AFL-CIO, recently pledged one million dollars 
to build a hospital in Israel, $50,000 to build a stadium in Haifa, 
and $50,000 to rehabilitate and expand a trade school in Haifa, 
which the union built 10 years ago. It is estimated that the hos- 
pital, to be built near Beersheba in the Negev region, will cost 
$1,500,000. It will be the 15th hospital built by Kupat Holim, 
the medical arm of the Histadrut, Israel’s national trade union 
organization, to which the gift was made. The first goal of the 
hospital is 200 beds, with 400 the ultimate aim. The hospital 
will be nonsectarian. 


Rheumatology Prize.—Acqui’s Health and Tourist Board Office, 
Piedmont, Italy, announces an international competition for an 
original, unpublished medical work concerning the physio- 
pathology, the clinic, or the therapeutics of rheumatism and 
arthritis. The competition is open to all Italian and foreign doc- 
tors of medicine. The prize will be one million liras (approxi- 
mately $1,600). Each entry must be marked with a motto, which 
should also be written on an envelope containing the same motto 
together with the author’s name, surname, and address. Eight 
typewritten copies of the paper must be forwarded, stamped and 
registered, to Azienda Autonoma di Cura di Acqui, Piemonte, 
Italia, before Dec. 31, 1956. 


Traffic Safety Awards.—For going through the entire vear of 
1955 without a single traffic fatality, 862 cities with more than 
5,000 population have won places on the Honor Roll of the 
Traffic Safety Award Program of the National Safety Council 
(an increase of 32 over the 1954 honor roll). The largest no- 
death city in 1955 was Muskegon, Mich., with a population of 
48,429. Hobart, Okla., a city of 5.380, which has never had a 
traffic death since its incorporation in 1901, maintained its 
perfect record through 1955 for the longest sustained p -rformance 
among cities of more than 5,000 population. Among cities of 
more than 10,000, top honors for sustained no-death records 
went to State College, Pa. (17,227), for eight consecutive death- 
free years. 


Medical Cruise to Caribbean.—The University of Pennsylvania 
School of Medicine, Philadelphia, will ¢ «duct a postvraduate 
seminar cruise to the Caribbean, Nov. 17-30, aboard the Swedish 
luxury liner M. S. Stockholia, sailing from Wilmington, N. C. 
The medical program will constitute 25 hours of acceptable 
category 1 postgraduate requirements of the American Academy 
of General Practice. The faculty will include Drs. Frances Sid- 
ney Dunne, William Erdman Il, Roy R. Greening, Julian John- 
son, and Robert L. Mayock. Stops will be made at Nassau in the 
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Bahamas; St. Thomas in the Virgin Islands; Martinique in the 
Windward Islands; Barbados in the Lesser Antilles; Ciudad 
Trujillo, capital of the Dominican Republic; and San Juan, P. R. 
Reservations are being made by the Allen Travel Service, Inc., 
550 Fifth Ave., New York 36. 


Application Deadlines Waived.—Deadlines for filing applications 
for research grants for studies of limited scope and size have been 
waived by the National Institutes of Health of the U. S. Public 
Health Service in order to provide rapid and flexible support for 
meritorious, limited studies. As of March 21, the usual deadlines 
of March 1, July 1, and Nov. 1 were waived, on an experimental 
basis, for about one year. Applications still subject to regular 
deadlines include those requesting (1) more than $2,000 plus 
indirect costs, (2) more than one year of support, or (3) supple- 
ments to existing grants or applications. If more extensive sup- 
port is required to continue the studies initiated, the investigator 
should apply for a grant according to the usual deadlines. Grants 
are not intended to support research typically designed for writ- 
ing a thesis. All applications as well as requests for forms or in- 
formation should be addressed to the Division of Research 
Grants, National Institutes of Health, Bethesda 14, Md. 


Awards for Teaching or Research in Foreign Countries.—An- 
nouncement is made of U, S. government awards for the aca- 
demic year 1957-1958 authorized under the Fulbright and 
Smith-Mundt acts and presented under the auspices of the 
Department of State and the Board of Foreign Scholarships. 
Fulbright awards of special interest to physicians will be offered 
in the following countries: 
Belgium and Luxembourg: Surgical pathology, radiology, public rela- 
tions for cancer research, tropical medicine, pharmacology, physiology. 
Denmark: Prosthetic techniques, nutrition and biochemistry, pharma- 
cology, physiology. 
Finland: Anesthesiology. 
France: Medicine, pharmacy and related fields. 
Germany: Pediatrics, public health, biochemistry, cancer research, medi- 
cine, physiological optics, physiology, radiobiology. 
Iraq: Preventive medicine, pathology, neurology. 
Italy: Physical therapy, cancer and other research. 
Netherlands: Medical science, neurophysiology. 
Norway: Speech therapy, hematology. 
— Kingdom: Medical research, experimental pharmacology, physi- 
ology. 


United Kingdom colonies: Anatomy, biochemistry, dentistry, epidemi- 
ology, pathology, physiology. 


Applicants must be United States citizens. Those applying for 
lectureships are expected to have at least one year of college or 
university teaching experience in the U. S. or abroad. Applicants 
for research awards are expected to have (1) a doctoral degree 
from a recognized institution of higher learning in the United 
States or abroad at the time of application or (2) recognized 
standing in their respective professions. Candidates for the 
doctoral degree or those expecting to obtain it in the normal 
course of their training should apply to the Institute of Interna- 
tional Education, 1 E. 67th St., New York City. To insure con- 
sideration applications must be postmarked no later than Oct. 1, 
1956. Information is obtainable from the Conference Board of 
Associated Research Councils, Committee on International Ex- 
change of Persons, 2101 Constitution Ave., Washington 25, D. C. 


Osborne and Mendel Award.—Nominations are invited for the 
Osborne and Mendel award of $1,000, established by the Nutri- 
tion Foundation, Inc., for outstanding accomplishments in the 
general field of exploratory research in the science of nutrition. 
The award, which is offered for (a) the most significant pub- 
lished contribution in the year preceding the annual meeting of 
the institute or (b) a published series of contemporary papers of 
outstanding significance, will be presented at the annual meet- 
ing of the American Institute of Nutrition. Normally preference 
will be given to research workers in the United States and 
Canada, but investigators in other countries, especially those 
sojourning in the United States or Canada for a period of time, 
are not excluded from consideration. Membership in the Institute 
of Nutrition is not a requirement for eligibility, and there is no 
limitation as to age. Nominations, which may be made by any- 
one, should include the name of the award for which the candi- 
date is proposed and as convincing a statement as possible as to 
the basis of the nomination (this may include a pertinent bibli- 
ography, but reprints are not required). To be considered for 
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the 1957 award, five copies of all documents, including second- 
ing statements, must be sent before Jan. 1, 1957, to the chairman 
of the nominating committee, Robert V. Boucher, Ph.D., Agricul- 
tural and Biological Chemistry, Pennsylvania State University, 
University Park, Pa. 


Lederle Medical Faculty Awards.—The Lederle Laboratories 
Division, American Cyanamid Company, announces the Lederle 
Medical Faculty awards for the academic year 1957-1958, “to 
assist able men and women who are working and contemplating 
further careers in the pre-clinical departments of medical 
schools.” Candidates for, and recipients of, the awards must 
hold faculty rank, such as instructor or assistant professor, or 
their equivalent, in their medical schools. All awards will be 
made directly to a designated medical school in the United 
States or Canada and will be specified for the use of the depart- 
ment for the support of individuals designated to receive the 
awards. Awards will be made for a term not exceeding three 
years. Nominations should be submitted through the office of the 
dean of the medical school and should be introduced by him. 
Only one candidate from each school will be considered in any 
given year. Nominations must be accompanied by (1) a curricu- 
lum vitae of the candidate; (2) a list of the candidate’s publica- 
tions, with complete citations and the names of co-authors, in the 
order in which they appear; (3) a letter from the head of the 
department giving an appraisal of the candidate’s prospect as a 
full-time teacher and investigator in one of the preclinical de- 
partments and a general outline of the total program of the 
departmental activities proposed for the candidate; and (4) re- 
prints of not more than five publications illustrating the candi- 
date’s contributions. Nominations for awards to be activated 
during the academic year 1957-1958 should be submitted by 
Oct. 31, 1956, to Lederle Medical Faculty Awards, Office of the 
Secretary, Pearl River, N. Y. 


Laboratory Refresher Training Courses.—The Department of 
Health, Education, and Welfare, U. S. Public Health Service, 
announces the following schedule of laboratory refresher train- 
ing courses to be given by the Communicable Disease Center, 
Laboratory Branch, Chamblee, Ga.: 


Laboratory Methods in the Diagnosis of Bacterial Diseases: General 
Bacteriology, Part 1, Sept. 10-21; Part 2, Sept. 24-Oct. 5; Enteric 
Bacteriology, Oct. 8-19. 

Laboratory Methods in the Diagnosis of Parasitic Diseases: Part 1, In- 
testinal Parasites, Sept. 10-Oct. 5; Part 2, Blood Parasites, Oct. 8-26. 

Laboratory Methods in the Diagnosis of Viral and Rickettsial Diseases: 
Oct. 15-26; March 11-12. 

Laboratory Methods in the Diagnosis of Rabies: Oct. 29-Nov. 2; 
March 25-29. 

Laboratory Methods in Medical Mycology: Part 1, Cutaneous Patho- 
genic Fungi, Jan. 7-18; Part 2, Subcutaneous and Systemic Fungi, 
Jan. 21-Feb. 1. 


Laboratory Methods in the Diagnosis of Tuberculosis: Jan. 21-Feb, 1. 
Laboratory Methods in the Study of Pulmonary Mycoses, Feb. 4-15. 


Laboratory Diagnostic Methods in Veterinary Mycology, Feb. 25- 
March 1. 


Serologic Methods in the Diagnosis of Parasitic and Mycotic Infections, 
March 11-22. 


The following courses will be offered by special arrangement 
only: 
Laboratory Methods in the Diagnosis of Malaria (two weeks). 
Virus Isolation and Identification Techniques (two to four weeks). 
Typing of Corynebacterium diphtheriae (one week). 
Special Problems in Enteric Bacteriology (two weeks). 
Phage Typing of Salmonella typhosa (one week), 
Laboratory Methods in the Diagnosis of Leptospirosis (one to four weeks). 
Serologic Differentiation of Streptococci (two weeks). 


Glycerine Research Awards.—The Glycerine Producers’ Associa- 
tion announces the fifth annual Glycerine Research awards, “to 
recognize and encourage research leading to new and improved 
applications of glycerine or glycerine derivatives to products or 
processes.” The work may concern itself with the chemical, 
physical, or physiological properties of glycerine or with prop- 
erties of glycerine-containing or glycerine-derived materials. It 
may deal with (1) applications which of themselves are cur- 
rently or potentially of value to industry or the general public 
or (2) scientific principles or procedures likely to stimulate 
future application. Originality in extending the application of 
glycerine into new fields of usefulness will receive special con- 
sideration. The first award will be an honor plaque and $1,000; 
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the second award, an honor certificate and $300; and the third 
award, an honor certificate and $200. These awards are open to 
persons in the United States and Canada engaged in research, 
whether employed in industry or affiliated with a governmental 
or educational institution (faculty or college student). Joint 
entries by research teams or associates of two or three individuals 
are also eligible. First consideration for the 1956 award will be 
given to work that has come to a successful conclusion or clear- 
cut point of accomplishment during the current year, regardless 
of the date at which the work was initiated. An official nomina- 
tion blank, available from the Awards Committee, Glycerine 
Producers’ Association, 295 Madison Ave., New York 17, must 
hye filled out by the candidate or on his behalf and filed by Nov. 1. 
Where possible, awards will be made in person at the annual 
sociation convention, Jan. 24, 1957 


Special Committees Appointed by Ford Foundation.—H. Rowan 
Gaither Jr., LU.B., New York, president of the Ford Foundation, 
has announced the appointment of a special committee to recom- 
mend a plan for distribution of a previously announced appropri- 
ition of 90 million dollars to the nation’s privately supported 
medical schools. Lee A. DuBridge, Sc.D., president of the Cali- 
fornia Institute of Technology, Pasadena, Calit., will be chairman 
the medical school grants advisory committee, and the execu- 
tive vice-chairman will be Carlyle Jacobsen, Ph.D., executive 
Jean for medical education, State University of New York. 
‘fombers of the committee announced by Mr. Gaither are: 


George Packer Berry, dean, Harvard Medical School, Boston. 

Detler W Bronk, Ph.D., president, Rockelelle: Institute, New York. 

Leonard Carmichael, Se.D., Secretary, Smithsonian Institution, Wash- 
ington, D. 

Ward Darley. president, University of Colorado, Boulder. 

john Holmes Dingle, professor, Western Reserve University School ot 

Me Cleveland. 
Leon Falk Jr., chairman of the board, Maurice and Laura Falk 

Foundation; director, National Steel Corporation, Pittsburgh. 

A. Crawtord Greene, A.B., attorney, San Francisco. 

tobert March Hanes, A.B., president, Wachovia Bank and ‘Trust Com- 
pany, Winston-Salem, N.C. 

\irs., Albert D. Lasker, president, Albert and Mary Lasker Foundation, 
New York. 

Frederich Loeb, protessor of medicine, Columbia’ University 
Coilege of Physicians and Surgeons, New York. 

Farnsworth Loomis, director, the Loomis Laboratory, Green- 
wich, Conn, 

Prankiin David Murphy, chancellor, University of Kansas at Lawrence. 

Mr. Robert Winship Woodruft, chairman, finance committee, Coca-Cola 
Compauy, Atlanta, Ga. 


M 


aw? ¥U-inillion-dollar appropriation was designated by the Ford 
vounuation’s board of trustees as endowment by the privateiy- 
supported medical schools in the strengthening of their instruc- 
dion, Allocations to individual institutions witl be determined by 
cue trustees after the advisory committee has completed its re- 
port. The appropriation, part of the 500 miidion dollars an- 
uounced in December, 1955, for college facuity salaries, private 
hospitals, and medical schools, is entirely apart from the LO 
niition dollars appropriated on April 15 for the National Fund 
tor Medical Education. 


Grants in Multiple Sclerosis.—The National Multiple Sclerosis 
Society recently allocated $126,595, of which $87,232 will be 
expended the first year, with an additional $39,595 committed 
for the second year, for the support of nine projects. These in- 
clude the “twin-study” being directed by Dr. Roland P. Mackay 
at the University of Illinois College of Medicine, Chicago, and 
Ntinos C. Myrianthopoulos, Ph.D., at the Dight Institute of 
Human Genetics at the University of Minnesota, Minneapolis; 
a study on the chemistry of spinal Huid, being explored at the 
Georgetown University School of Medicine, Washington, D. C., 
by Dr. Francis M. Forster, Elizabeth Roboz, Ph.D., and Walter 
C. Hess, Ph.D.; another study on spinal fluid at the University 
of Michigan Medical School, Ann Arbor, under the direction of 
Dr. Russell N. DeJong, wherein an attempt is being made to 
establish differences in concentration of lipids in the spinal Huid 
of patients with multiple sclerosis and normal volunteers; a 
fundamental investigation of certain biochemical components of 
nervous tissue at the Washington University School of Medicine, 
St. Louis, under the direction of Dr. Eli Robins; a study on the 
inechanism of formation of myelin in the central nervous system 
by Dr. Saul R. Korey, Albert Einstein College of Medicine of 
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Yeskiva University, New York; and research by Pinckney J. 
Harman, Ph.D., at New York University College of Medicine on 
demyelination and degeneration of nervous tissue in certain in- 
bred strains of rabbits and mice. 


Prevalence of Poliomyelit A ling to the National Office 
of Vital Statistics, the following number of reported cases of 
poliomyelitis occurred in the United States and its territories 
and possessions in the weeks ended as indicated: 


June 16, 1956 


Total June 18, 
Paralytic Cases 955 


Area Type Reported Total 
Mussachisetts 1 2 
Middle Atlantic States 
Eust North Central States 
Michigan ....... hebehakeasaseetaade>e 2 2 9 
West States 
South Atiantic States 
North Carohaa ......... 3 1 
4 11 29 
East South Central States 
West South Central States 
Mountain St: 
Pacific States 
nod Possessions 


Fellowship for Women Physicians.—The Women’s Medical Asso- 
ciation of New York offers the Mary Putnam Jacobi Fellowship 
to a graduate woman physician, either American or foreign. 
This fellowship, which will start Oct. 1, 1957, will amount to 
$2,000, $1,000 being available Oct. 1, 1957. The recipient of 
the fellowship will be expected to make a report to the committee 
at the end of the fourth month, after which the second $1,000 
will be awarded subject to the approval of the committee. The 
fellowship is given for medical research, clinical investigation, or 
postgraduate study in a special field of medicine. Applications 
must be filed with the secretary of the committee, Dr. Ada Chree 
Reid, 118 Riverside Dr., New York 24, by Oct. 1, 1956, and will 
be acted on by Jan. 1, 1957. Application blanks may be obtained 
from the secretary of the committee and must be accompanied 
by (1) a statement from a physician of a recent physical exami- 
nation, (2) transcripts of the applicant’s college and medical 
school records, (3) personal letters of recommendation from two 
or more physicians under whom she has studied, (4) a state- 
ment by the applicant of the problems she proposes to investigate 
or the study she plans to undertake, (5) a statement from the 
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person under whom she proposes to study of his or her interest 
in her subject, and (6) a recent photograph, with her age.—— 
The American Association of University Women announces the 
availability of (1) 30 national fellowships (1 at $4,000; 5 at 
$3,000; 5 at $2,500; and 19 at $2,000); (2) several sums rang- 
ing from $250 to $500 to be used to supplement stipends that 
may be insufficient for the purpose for which an award is made; 
and (3) a number of international fe ‘lowships ranging from 
$1,500 to $2,000, for which American women may apply. The 
minimum requirement for both national and international fellow- 
ships is completion of the residency requirements for the doc- 
torate. Awards are offered for pre and postdoctoral research. 
Application forms may be cisiarred from: Miss Mary H. Smith, 
Associate, AAUW Fellowship Program, 1634 Eye St. N. W., 
Washington 6, D. C. Applications must be received by Dec. 15. 


CANADA 


Congress of Entomology.—The 10th International Congress of 
Entomology will convene in Montreal, Aug. 17-25 at McGill 
University and the University of Montreal. The section on medi- 
cal and veterinary entomology will present the following sym- 
posiums: Entomology of Filarial Infections; Animal Viruses in 
Arthropods; and Biology and Control of Black Flies (Simuliidae). 
Invitational presentations will include discussions on ‘nsects and 
diseases; insect control; and ticks. Information may Se obtained 
from John A. Downes, B.Sc., Secretary, Division of Entomology, 
Science Service Building, Ottawa, Canada. 


LATIN AMERICA 


Alumni Branch of Temple University.—A Puerto Rican Alumni 
Branch of Temple University School of Medicine, Philadelphia, 
was organized by 42 graduates of the medical school at a dimmer 
in Puerto Rico honoring Dr. Richard A. Kern, head, depart- 
ment of medicine at Temple University School of Medicine, 
Philadelphia. Dr. Kern, who was elected honorary president, 
spoke to the members about the $10,500,000 development pro- 
gram of Temple University Medical Center, which will cul- 
minate this fall with the dedication of new hospital buildings. 
Dr. Pedro Orpi Jr. is president of the new alumni organiz :tion; 
Dr. Angel M. Matos, vice-president; and Dr. Rafael Ramurez 
Weiser, secretary-treasurer. 


FOREIGN 


International Congress of Catholic Doctors.—The seventh lnuter- 
national Congress of Catholic Doctors will convene at the 
Hague (Scheveningen) in the Netherlands Sept. 9-15. Topics for 
discussion will include medical law in the field of collective 
medicine and of individual medicine and questions on an inter- 
national level, such as the possibility and desirability of the inter- 
national codification of laws pertaining to medicine; laws per- 
taining to medicine in wartime; and international measures with 
relation to such subjects as: combating of infectious Giseases 
and drugs; social insurance; and the care of people employed or 
traveling on the sea or in the air. Before Sept. 1, correspondence 
relating to the congress should be directed to the secretariat: 
35, Herenstraat, Utrecht, Holland; thereatter, c/o Hotel Kur- 
haus, Scheveningen, Holland, where most of the meetings will 
be held, 


Congress of Physical Medicine.—The second International Con- 
gress of Physical Medicine will convene in Copenhagen, Den- 
mark, Aug. 20-24. The opening ceremony will take place in the 
Festival Hall of the University of Copenhagen at 10 a.m. Mon- 
day. The scientific meetings will be held at the Christiansborg 
Castle, beginning Monday afternoon with “Heat Regulation and 
Peripheral and Central Circulation as Basic Problems Within 
Physical Medicine.” The subject Tuesday will be “The Striated 
Muscle: Clinical and Physiological Problems in Relation to Phys- 
ical Medicine.” On Wednesday Dr. Frank H. Krusen, Rochester, 
Minn., will serve as chairman for the discussion on rehabilitation. 
Thursday will be devoted to clinical communications and Friday 
to the general meeting of the International Federation of Physi- 
cal Medicine. Information may be obtained from the Office of 
the Secretary-General, Dr. B. Strandberg, Kobenhavns Amts 
Sygehus, Hellerup, Denmark. 
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EXAMINATIONS 
AND LICENSURE 


NATIONAL BOARD OF MEDICAL EXAMINERS 


NatiONAL Board or Various Centers. September 
4-5 (Part 1). Candidates may file applications at any time but they must 
be received at least six weeks before the date of the examination for 
which application is made. New candidates should apply by formal regis- 
tration; registered candidates may notify the board, indicating desired 
location, date and candidate number. Ex. See.. Dr. John Hubbard, 
133 South 36th St.. Philadelphia 4. 


BOARDS OF MEDICAL EXAMINERS 

Anizona:® Reciprocity. Phoenix, July 18-20. Dr. D. W. Melick, 
411 Security Bldg., Phoenix. 

Coxnecricet:® Examination. Harttord, July LO0-12. See., Dr. Creighton 
Barker, 160 St. Ronan St., New Haven. 

Detawane: Evamination, July 10-12. Dover, July 19. 
Sec., Dr. Joseph S. McDaniel, 229 S. State St., Dover. 

Ipano: Examination, Reciprocity and Endorsement. Boise, July 9-11. 
Exec. See., Mr. Armand Bird, 364 Sonna Bldg., Boise. 

Iutinows: Examination and Reciprocity. Chicago, Oct. 9-11. Supt. of Rewis.. 
Mr Frederic 3B. Seicke, Capitol Building. Springtield, 

Lovutstana;: Homeopathic. Subject to call. Sec., Dr. F. H. Hardenstein, 
905 Pere Marquette Bldg... New Orleans 12. 

Maine: Examination and Reciprocity. Augusta, July 10-11. See., Dr. 
Adam P. Leighton, 192 State St., Portland. 

Massacuuserrs; Examination. Boston, July 10-13. Dr. Robert C. 
Cochrane, Room 37, State House, Boston. 

MoNtANA: Evamination and Reciprocity. Helena, Oct. 2-3. Sec., Dr. S. A. 
Cooney, 7 West 6th Ave... Helena. 

Nevapa: Examination, Carson City, July 4-5. Reciprocity. Reno, July 3. 
See Dr. G. Ross, 112 North Curry St., Carson City. 

New Evam'nation and Rec‘procity. Concord, Sept. 12-13. 
Sec., Dr. John S. Wheeler, 107 State House, Concord. 

Nonrn Reeiprocity. Blowing Rock. July 27. Sec., Dr. Joseph 
J. Combs, Professional Bldg., Raleigh. 

Nonru Examination, Grand Forks, July 11-13. Ree procity and 
Endorsement) Grand Forks, July 14. See, Dr. C. J. Glaspel, Grafton. 

Examination, Portland, July 16-17. Ex. See.. Mr. Howard 
Bobbitt, 609 Failing Bldg., Portland. 

PENNsyivaNnta;: Examination. Philadelphia and Pittsburgh, July 9-12. Act- 
ing Sec., Mrs. Margaret G. Steiner, Box 911, Harrisburg. 

Ruove Istanp:® Examination. Providence, July 5-6, Administrator of 
Professional Regulation, Mr. Thomas B. Casev, 366 State Office Bldg., 
Providence. 

Sourn Dakora:® Examination, Custer, July 17-19. See. Mr. John C. 
Foster, 300 First National Bank Bldg., Sioux Falls. 

Urau: Examination. Salt Lake City, July 11-13. Director, Mr. Frank E. 
Lees, 324 State Capitol Bldg. Salt Lake City 1 

Endorsement. Seattle, July 15. Examination. Seattle, July 
16-18. Sec., Mr, Edward C, Dohm, Olympia. 

West Virginia: Examination. Charleston, July 16-18. Reciprocity. Charles- 
ton, July 20. Sec.. Dr. N. H. Dyer, State Office Bldg No. 3, Charleston. 

Wis ONsIN:® Reciprocity. Madison, Spring: Reciprocity and Examination. 
M lwaukee, July 10-12. See., Dr. Thomas W. Tormey, Ir., 1140 State 
Office Bldg., Madison. 

Ataska:® On application Anchorage, Fairbanks, Juneau and other 
towns Sec., Dr. W. M. Whitehead, 172 South Franklin St.. Juneau. 

Hawatt: Examination. Honolulu, July 9-10. Sec., Dr. I. L. Tilden, 1020 
Kapiolani St.. Honolulu, 


BOAKDS OF EXAMINERS IN THE BASIC SCIENCES 
Distuicr or Examination. Washington, Oct, 22-23. Deputy 


Director, Mr. Paul Foley, 1740 Massachusetis N.W., Washington. 
lowa: Examination. Des Moines, July 10. Sec., Dr. Ben HL. Peterson, 
Coe College, Cedar Rapids. 

Nevapa: Examination. Reno, July 3. Sece.. Dr. Donald S. Cooney, Box 
9005, University of Nevada, Reno. 

New Mexico: Examination and Endorsement Santa Fe, July 15. See., 
Mis. Marguerite Cantrell, Box 1522, Santa Fe. 

Examination and Recimocity, Oklahoma City, Sept. 28-29. 
Sec., Dr. E. F. Lester, 813 Braniff Bldg., Ck ahoma City. 

Ontecon: Examination, Portland, Sept. 8 and Dec. 1. Dr. Earl M. Pallett, 
Sec., State Board of Higher Education, Eugene. 

Istanp: Examination, Providence, Aug. 29. Administrator of Pro- 
iessional Regulation. Mr. Thomas B. Casey, 566 State Office Bldg., 
Providence. 

TENNESSEE: Examination. Memphis, July 2 
62 8. Dunlap St., Memphis 3. 

Texas: Examination. Austin, October. Sec... Bro. Raphael Wilson, 407 
Perry-Brooks Bldg., Austin. 

Wasuincron: Reciprocity. Seattle, July 10. Examination. Seattle, July 
11-12. See., Mr. Edward C, Dohm, Olympia. 

Wisconsin; Examination. Madison, Sept. 21. Final date for filing applica- 
tion is Sept. 13. Sec., Dr, W. H. Barber, 621 Ransom St., Ripon, 

ALASKA: Examination and Reciprocity. Anchorage and Juneau, first week 
of February, April, June, August and November. Sec., Dr. C. Earl 
Albrecht, Box 1931, Juneau. 


-3. Dr. O. W. Hyman, 


®Basic Science Certificate required. 
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DEATHS 


Tedesche, Leon G. ® Miami, Fla.; born in Cincinnati Sept. 28, 
1878; Medical College of Ohio, Cinicinnati, 1905; member of 
the Ohio State Medical Association; practiced in Cincinnati for 
many years; instructor in pathology, bacteriology, and histology 
from 1902 to 1904, 1906-1907, and 1913-1914 at the Cincin- 
nati Veterinary College, where in 1917-1918 he was professor 
of histology and pathology: at one time on the faculty of his 
alma mater; professor of physiology and later professor of 
bacteriology and pathology, Eclectic Medical College, Cincin- 
nati, from 1914 to 1929; professor of physiology at the Cin- 
cinnati College of Dental Surgery from 1917 to 1920; lecturer 
on theoretical pharmacy at the Cincinnati College of Pharmacy 
from 1921 to 1924; in 1907 scientific assistant to secretary of 
the Smithsonian Institution of Washingon, D.C.; bacteriologist, 
filtration plant of Cincinnati Water Works, from 1907 to 1910; 
from 1910 to 1912 chemist and bacteriologist for the milk com- 
mission of the Cincinnati Academy of Medicine; in charge of 
sterilization of water supply of Hamilton, Ohio, during flood in 
1913; member of many professional, medical, and philatelic as- 
sociations; died April 29, aged 77, of uremia, heart disease, and 
arteriosclerosis. 


Hedberg, Gustaf Arvid ® Nopeming, Minn.; born in St. Paul 
Aug. 7, 1906; University of Minnesota Medical School, Min- 
neapolis, 1930; assistant professor of medicine at the University 
of Minnesota Graduate School, Mi polis-Rochester; member 
of the American College of Chest Physicians, American Public 
Health Association, and the American Trudeau Society; fellow 
of the American College of Surgeons; president-elect of the 
Mississippi Valley ‘Trudeau Society: in 1945 president of the 
Minnesota ‘Trudeau Society; board member of the St. Louis 
County Tuberculosis and Health Association; in 1952. vice- 
president of St. Louis County Medical Association; awarded the 
1955 Dearholt medal for outstanding service in tuberculosis 
control at the Mississippi Valley Conference on Tuberculosis; 
area consultant in tuberculosis for the Veterans Administration; 
on the staffs of St. Mary’s, St. Luke’s, and Miller Memorial hos- 
pitals in Duluth; superintendent and medical director of the 
Nopeming Sanatorium; died in Tallahassee (Fla.) Memorial 
Hospital March 27, aged 49, of uremia. 


Taboroff, Leonard Herbert ® Salt Lake City; born in Phila- 
delphia June 4, 1914; Hahnemann Medical College and Hos- 
pital, Philadelphia, 1941; associate professor of psychiatry at 
the University of Utah School of Medicine; counselor of the 
American Academy of Child Psychiatry and chairman of the 
committee on mental health, Utah State Medical Association; 
past-president of the Intermountain Psychiatric Association; 
member of the American Psychiatric Association; specialist 
certified by the American Board of Psychiatry and Neurology; 
served during World War Il; director of the Utah Guild Guid- 
ance Center; psychiatric consultant for the Family Service 
Society; visiting psychiatrist at Primary Children’s Hospital; at- 
tending psychiatrist at the Veterans Administration hospitals; 
psychiatrist and associate pediatrician at Salt Lake County Gen- 
eral Hospital; many of his writings on child psychiatric problems 
appeared in scientihce publications; died while vacationing in 
Honolulu, T.H., April 16, aged 41, of coronary thrombosis. 


Whisenant, John Ross © Alford, Mass.; born in Kyle, Texas, in 
1889; University of Texas School of Medicine, Galveston, 1914; 
member of the Medical Society of the State of New York; fellow 
of the American College of Surgeons and the American Uro- 
logical Association; specialist certified by the American Board of 
Urology; formerly clinical professor of urology at the New York 
Polyclinic Medical School and Hospital in New York City; 
veteran of World War I; served as director of urology at the 
Northern Westchester Hospital in Mount Kisco, N.Y.; on the 
staff of the Sing Sing Prison Hospital in Ossining, N.Y., attend- 
ing urologist at the Tarrytown (N.Y.), Dobbs Ferry (N.Y.), 
and White Plains (N.Y.) hospitals; in 1925 became clinical as- 
sistant in the department of urology of the Brady Foundation 


@ Indicates Member of the American Medical Association. 


in New York City and remained there for 10 years; from 1920 
to 1924 was chief surgeon at the American Hospital in Tampico, 
Mexico; died April 15, aged 67, of Parkinson’s disease and heart 
disease. 


Haden, Henry Cooper ® Houston, Texas; born in Galveston, 
Dec. 7, 1873; University of Pennsylvania Department of Medi- 
cine, Philadelphia, 1895; specialist certified by the American 
Board of Ophthalmology; past-president of the Harris County 
Medical Society; member of the American Academy of Oph- 
thalmology and Otolaryngology and the American Ophthal- 
mological Society, of which he was president in 1947-1948; fel- 
low of the American College of Surgeons; at one time head of 
the department of ophthalmology and otolaryngology at the 
University of Texas School of Medicine in Galveston; served 
during World War 1; honorary ophthalmologist at the Her- 
mann Hospital; died in the Methodist Hospital April 24, aged 
82, of cerebral hemorrhage. 


Landau, George Milton ® Chicago; born in Chicago, Dec. 16, 
1891; University of Ilinois College of Medicine, Chicago, 1915; 
assistant professor of radiology at Northwestern University 
Medical School; specialist certified by the American Board of 
Radiology; fellow of the Radiological Society of North Ameri- 
ca and the American College of Radiology; past-president of 
the Chicago Roentgen Society and Illinois State Society of the 
American Board of X-Ray Technicians; served as chief of the 
x-ray department of the Cook County Hospital in Chicago and 
the Cook County Infirmary in Oak Forest; died in the Columbus 
Hospital April 10, aged 64, of bronchiogenic carcinoma. 


Friedlander, Joseph W. ® Chicago; born in Cleveland Oct. 12, 
1914; Ohio State University College of Medicine, Columbus, 
1943; specialist certified by the American Board of Psychiatry 
and Neurology; member of the American Psychiatric Associa- 
tion; interned at the Gallinger Municipal Hospital in Wash- 
ington, D.C.; formerly a resident in psychiatry at the Veterans 
Administration Center in Hines, UL, and the Veterans Re- 
habilitation Center; associate in psychiatry at the Chicago Medi- 
cal School; on the staff of the Mount Sinai Hospital, Chicago; 
died May 5, aged 41. 


Tidaback, John Daniel, Summit, N. J.; born in Ogdensburg, 
March 21, 1881; Albany (N.Y.) Medical College, 1913; spe- 
cialist certified by the American Board of Radiology; member 
of the American College of Radiology; past-president of the 
Radiological Society of New Jersey; an associate member of the 
American Medical Association; past-president of the Rotary 
Club; served during World War I; on the staffs of the Morris- 
town Memorial and All Souls hospitals in Morristown, and Over- 
look Hospital, where he died April 11, aged 75, of broncho- 
pneumonia and arteriosclerosis. 


Everett, Ernest Alfred, Santa Cruz, Calif.; Northwestern Uni- 
versity Medical School, Chicago, 1924; served during World 
War Il; formerly associated with the Veterans Administration 
in Lincoln, Neb.; died March 24, aged 67. 


Feldman, Aaron ® New York City; Rush Medical College, Chi- 
cago, 1928; certified by the National Board of Medical Exam- 
iners, on the staff of the Montefiore Hospital, where he died 
March 21, aged 63, of coronary attack. 


Fritz, Late H., Dubuque, lowa; State University of lowa Col- 
lege of Medicine, lowa City, 1911; member of the lowa State 
Medical Society; fellow of the American College of Surgeons; 
on the staffs of the Finley and St. Joseph Mercy hospitals; died 
in Tucson, Ariz., March 13, aged 69. 


Gesswein, Carl Albert ® Matawan, N.J.; College of Physicians 
and Surgeons of Chicago, School of Medicine of the University 
of Illinois, 1904; school physician; on the staff of the Riverview 
Hospital in Red Bank, where he died March 19, aged 74, of 
arteriosclerotic heart disease. 


Gillum, John Randolph ® Terre Haute, Ind.; Jefferson Medical 
College of Philadelphia, 1904; specialist certified by the Ameri- 
can Board of Otolaryngology; member of the American Academy 
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of Ophthalmology and Otolaryngology; past-president of the 
Indiana Academy of Ophthalmology and Otolaryngology; vet- 
eran of World War I; in October, 1954, was presented with 
his 50-year pin from the Indiana State Medical Association; 
served on the staff of the Union Hospital; a director of the In- 
diana State Bank; died March 30, aged 77. 


Gooden, David Wendell, Omaha; Meharry Medical College, 
Nashville, Tenn., 1909; died March 27, aged 70, of myocardial 
degeneration. 


Gulbrandsen, George Harry, Brookings, $.D.; Bennett College 
of Eclectic Medicine and Surgery, Chicago, 1906; member of 
the South Dakota State Medical Association; served as presi- 
dent of the school board; on the staff of the Brookings Munici- 
pal Hospital; died March 21, aged 72, of adenocarcinoma. 


Haberly, Samuel Stimson, Wapanucka, Okla.; Medical College 
of Ohio, Cincinnati, 1904: died in Ithaca, N. Y., April 9, aged 
80, of sarcoma of the urinary bladder. 


Hamilton, Robert Crow ® Highland, Ind.; Chicago College of 
Medicine and Surgery, 1916; vice-president and director of the 
Security Savings and Loan Association, retired industrial sur- 
geon at Inland Steel Company m East Chicago; died in St. 
Catherine’s Hospital, East Chicago, April 3, aged 67, of cerebral 
hemorrhage. 


Harrison, Arthur Porter ® Loudon, Tenn.; Lincoln Memorial 
University Medical Department, Knoxville, 1913; member of 
the staffs of Charles H. Bacon Hospital in Loudon and the 
East Tennessee Baptist Hospital in Knoxville; died in the Fort 
Sanders Presbyterian Hospital, Knoxville, March 30, aged 64, 
of coronary occlusion. 


Hassenflue, John William, Akron, Ohio; Cleveland Medical Col- 
lege, Homeopathic, 1896; died in the Holmes County Joel E. 
Pomerene Memorial Hospital in Millersburg March 23, aged 
$1, of uremia. 


Hawes, Charles Morris ® Washington, N.C.; University of Vir- 
ginia Department of Medicine, Charlottesville, 1900; died in 
Mimosa Shores April 20, aged 77, of pulmonary edema and 
coronary arteriosclerotic heart disease. 


Hawkins, George Augustus © Reedley, Calif.; University of 
Southern California College of Medicine, Los Angeles, 1895; 
served on the staff of the Fresno ( Calif.) Community Hospital: 
physician for the Southern Pacific and Santa Fe railroads until 
his retirement; chairman of the board of directors, Bank of 
America; died in the Alta Local Hospital, Dinuba, March 14, 
aged 85, of carcinoma of the stomach. 


Heatherington, Jean Robert, Los Angeles; Rush Medical Col- 
lege, Chicago, 1923; veteran of World War 1; on the. stafl 
of the Methodist Hospital; died March 23, aged 59, of chronic 
arthritis. 

Helkie, William L. ® South Bend, Ind.; Detroit College of 
Medicine, 1895; practiced in ‘Three Oaks, Mich., where he was 
past-president of the board of education; died March 5, aged 
85, of hypostatic pneumonia. 


Heles, John Baptist ® Dubuque, lowa; St. Louis College of 
Physicians and Surgeons, 1900; died in the St. Joseph Merey 
Hospital March 16, aged 81, of cerebral hemorrhage and 
hypertension. 

Hodsdon, Walter Grant © Chittenden, Vt.; Boston University 


School of Medicine, 1898; served on the stall of the Rutland 
(Vt.) Hospital; died March 25, aged 84, of cancer of the lung. 


Holt, Thomas Jeflerson ® Warrenton, N. C.; Medical College 
of Virginia, Richmond, 1904; specialist certified by the Ameri- 
can Board of Otolaryngology; past-president of the Warren 
County Medical Society; on the staff of the Warren General 
Hospital; died March 25, aged 76, of cancer. 

Holmes, Eli Stanley, Plain City, Ohio; Starling Medical College, 
Columbus, 1897; at one time director of Farmers National Bank 
of Plain City; died in Mount Carmel Hospital, Columbus, March 
30, aged 84, of carcinoma of the liver. 

Hopkins, John Wilson, Glendale, Calit.; George Washington 
University School of Medicine, Washington, D. C., 1908; an 
associate member of the American Medical Association; served 


on the staff of the Glendale Sanitarium and Hospital; died 
March 16, aged 82, of hypostatic bronchopneumonia. 


Horine, Arlington Grove, Brunswick, Md., Jefterson Medical 
College of Philadelphia, 1890; also a graduate in pharmacy; 
member of the Medical and Chirurgical Faculty of Maryland; 
served as mayor; on the staff of the Frederick (Md.) Memorial 
Hospital: died March 15, aged 93, of pneumonia and throm- 
bosis of the left leg. 


Horwitz, Louis E., Philadelphia; Jeflerson Medical College ol 
Philadelphia, 1906; an associate member of the American Medi- 
cal Association; died in the Albert Einstein Medical Center- 
Northern Division, Feb. 11, aged 72, of coronary thrombosis. 


Jackson, Dana O.. Topeka, Kan.; Kansas Medical College, 
Medical Department of Washburn College, Topeka, 1904, 
served overseas during World War lt; died in the Atchison, 
Topeka and Santa Fe Hospital, Albuquerque, N. Mex., March 
L7, aged 74, of rheumatic heart disease and chronic nephritis. 


Jenkins, William Patrick ® Okemah, Okla.; University of Arkan- 
sas School of Medicine, Litthe Rock, 1912; served as county 
health officer; on the stall of the Okfuskee County Memorial 
Hospital, where he died March 17, aged 76, following a pros- 
tatectomy. 


King, Robert McGee, Kansas City, Kan.; Beaumont Hospital 
Medical College, St. Lows, 1892, died March 11, aged 83, of 
left bandle-branch block and arteriosclerotic heart disease. 


Knott, Isaiah, Montrose, Colo.; Missouri Medical College, St. 
Louis, 1898; an associate member of the American Medical As- 
sociation; on the stall of the Montrose Memorial Hospital; died 
April 1, aged 82, of cardiorenal failure. 


Lancaster, Blake McKenzie ® Bradenton, Fla.; Trinity Medical 
College, Toronto, Canada, 1904; formerly associated with the 
Indian Service; at one time medical superintendent and owner 
of the Riverside Hospital in Manatee; died March 26, aged 74, 
of multiple myeloma. 


Lollar, Myron E. ® Tuscola, [lL.; University of Hlinois College 
of Medicine, Chicago, 1913; representative in the Hlinois Gen- 
eral Assembly from the 5lst district; chairman of the Douglas 
County draft board during World War Ul; medical adviser to 
the local draft board during World War I, died April 4, aged 
78, of pulmonary hemorrhage. 


Loughlen, John Joseph, Jr. ® Olean, N.Y.; Middlesex University 
School of Medicine, Waltham, Mass., 1939; served during 
World War IL; died in the Hermann Hospital, Houston, Texas, 
Feb. 8, aged 43, of introcerebral hemorrhage. 


Love, John Robert ® Lakeland, Fla.; Llinois Medical College, 
Chicago, 1900; for many years practiced in Terre Haute, Ind., 
where he was a member of the school board: died March 22, 
aged 86. 


Lowell, Alverne Perey © Fitchburg, Mass.; University of Ver- 
mont College of Medicine, Burlington, 1897; since July 29, 
1952, honorary surgeon-in-chiet at the Burbank Hospital, where 
he became an assistant surgeon in L901, a surgeon in 1906, 
surgeon-in-chief in 1937, and in 1940 was named a member 
of the board of trustees; served on the district draft board dur- 
ing World War L; fellow of the American College of Surgeons; 
died March 14, aged 84, of carcinoma of the tongue with 
metastases, 


Moore, David Hunter, Urbana, Ohio; Starling-Ohio Medical 
College, Columbus, 1912; member of the Ohio State Medical 
Association, veteran of World War [, served as city health 
officer; for many years county coroner; died in Fort Lauderdale, 
Fla., March 23, aged 72. 

Nicholson, Edward G., Lawton, N.D.; Minneapolis College ol 
Physicians and Surgeons, 1902; died Jan. 20, aged SO, of a 
heart attack. 

Parker, James M., Tenaha, Texas; Memplis (‘Tenn.) Hospital 
Medical College, 1898; died Feb. 7, aged 80, of chronic myo- 
carditis, arteriosclerosis, and arteriosclerotic heart disease. 


Roberts, Benjamin E., Blytheville, Ark.; Meharry Medical Col- 
lege, Nashville, Tenn., 1910; died in Memphis, Tenn., Feb. 24, 
aged 69, of coronary thrombosis. 


J.A.M.A., July 14, 1956 


CORRESPONDENCE 


SURGICAL TREATMENT OF 


ENDOMETRIAL CARCINOMA 


To the Editor:—In my opinion, the article by J. Chandler 
Smith entitled “Superiority of Surgical Treatment of Endome- 
trial Carcinoma” appearing in THE JouRNAL on April 28, 1956, 
page 1460, contains a number of serious errors. Early in his 
article, this author states, “The principle of treatment of endo- 
metrial carcinoma derives from four self-evident truths.” The 
first of these “self-evident truths” he states as: “Untreated 
endometrial carcinoma is continuously invasive, metastasis is 
inevitable, and the moment of metastasis is not predictable.” 
This statement cannot be shown to be true by any evidence. 
Certainly it is true that the moment of metastasis is not pre- 
dictable, but the statement that all untreated endometrial 
carcinoma is continuously invasive and that metastasis is al- 
ways inevitable cannot be supported by scientific observations. 

The second and third “self-evident truths” given by the 
author are acceptable but the fourth is questionable. This 
“self-evident truth” is given by the author as “The cure of 
cancer depends upon the eradication of tumor cells.” Now this 
statement may be acceptable to a pathologist but is question- 
able to a clinician. Let us test this statement by means of an 
example: A woman 50 years of age consults her physician 
because of a carcinoma in the left breast. A radical mastectomy 
is performed. The patient is perfectly well and happy, but she 
returns to her physician 13 vears later with a nodule in the 
old surgical scar. This nodule does not interfere with the 
patient’s health but does worry her and her physician excises it. 
On pathological examination it is found to be carcinomatous. 
The patient continues to be well and happy for another five 
vears and is then killed in an automobile accident. At autopsy 
the pathologist explores the surgical scar and the axilla and 
finds a few more tumor nodules, all of which show malignant 
tumor ells. Now, the pathologist may contend that this patient 
was not cured of her cancer, but I am sure that a physician 
would agree that the treatment of her cancer had been success- 
ful and had resulted in healing, even though the patient still 
had malignant cells in her body. 

One begins to get the impression that the author attaches 
more importance to the eradication of tumor cells than he does 
to the survival of the patient. He confirms this impression in 
the last sentence of the article, which states: “It is, therefore, 
recommended that the method of therapy be selected according 
to the principle of treatment, rather than by a comparison of 
survival rates.” I must emphatically disagree with this point of 
view. 1 think that we must remember that we are treating 
patients and not tumor cells. I do not wish to create the impres- 
sion that we do not worry about tumor cells in our hospital. 
We hold that tumor cells are bad for a patient, and we do our 
best to destroy them. However, we do this because we feel 
that it is very probable that these cells will have a harmful 
effect on the patient sooner or later. Once in a while I see a 
patient who has malignant tumor cells in his body that have 
been there for some time and that do not appear to be doing 
him any particular harm. I am then inclined to leave these 
tumor cells alone, especially if I know that | could not possibly 
get nd of all of them. Occasionally | am surprised at how well 
some of these patients will get along. 

We do not know which method of treatment of endometrial 
carcinoma is the best one; we do not believe that anyone else 
knows either. At the present time we employ preoperative 
irradiation followed by hysterectomy. We do this because we 
feel that the facts available so far seem to indicate that this 
method may give our patients a little better chance for survival. 
We recognize that there is not much difference in the results 
reported, so if somebody else thinks that primary hysterectomy 
is the better treatment and uses it, we do not feel that we are 
entitled to criticize him for it. Someday we may change and 
use primary hysterectomy as a method of treatment in some or 
all of these cases. Howarp Mautue, M.D. 

252 Sheboygan St. 
Fond du Lac, Wis. 


DRUG REACTION 

To the Editor:—The letter from Dr. Frederick I. Gottlieb, 
published in THe JourNAL, May 5, 1956, page 96, was of inter- 
est to me because of a similar reaction, presumably to mepro- 
bamate, that I have recently seen. On May 8, 1956, a 
3l-year-old female who is a patient of mine was given, by a 
friend, one tablet of Equanil, 400 mg., for relief of menstrual 
cramps. About one hour later she developed mild to moderate 
generalized itching and a generalized skin rash. This was 
followed by generalized aching, chills, and fever. I saw her 
about four hours after the onset of the above symptoms, at 
which time she showed a generalized erythematous maculopap- 
ular rash involving the entire body, extremities, and face. Her 
temperature was 102 F (38.9 C). Physical examination was 
otherwise negative. She was given Histadyl and Clopane 
capsules and epinephrine in oil by injection. The following 
morning she felt much better but the rash persisted. That 
afternoon chills and fever recurred. Prednisone was adminis- 
tered orally with gradual clearing of all symptoms during the 
next two days. There was considerable desquamation of skin 
following the clearing of the rash. There was no history of 
skin rashes or allergy. She had had no unusual foods that day, 
and she had taken no medicaments during the previous several 
weeks except prednisone, which she had been taking on the 
advice of a dermatologist for recurrent mouth ulcers. She had 
received no prednisone, however, for some 36 hours preceding 
this reaction and prednisone was used as noted in treating 
the reaction with good results. — Rogerr Ray McGee, M.D. 

Brandon Clinic 
Clarksdale, Miss. 


MEDICAL CASUALTIES 
To the Editor:—The Medical Education for National Detense 
Committee of Georgetown University School of Medicine 
staged a mock disaster on April 25, 1956. The authorities of 
the University Hospital were forewarned that they would be 
confronted with an unknown but large number of casualties at 
some time during a specified two-week period. The sophomore 
medical students constituted the casualty list, numbering 97 in 
all. They were decorated with skin-marking pencils to depict 
their injuries, with use of a color scheme previously made 
known to the hospital staff. Two classes of students from the 
nursing school were utilized as anxious relatives of the injured. 
Each of these girls was given the name of a casualty and 
charged with the task of obtaining information about such 
matters as his condition and location. Half of these girls were 
instructed to phone the hospital, and half were dispatched 
directly to the hospital. Maintaining the element of surprise, a 
phone call was placed to the hospital at 8:25 p. m. on the fourth 
day of the stipulated two-week period, announcing that Opera- 
tion Hoya was in efféct. It was further announced that a boiler 
had exploded in the university gymnasium during a basketball 
game and that a large number of casualties had resulted. The 
transportation problem was deliberately bypassed, and the 
casualties began appearing at the hospital 15 minutes later. A 
number of valuable lessons were learned from this project. 
First, it was obvious that the hospital staft had a keen interest 
in the problem of disaster medicine and its members were 
pleased to be confronted with a concrete problem. Second, the 
value of a realistic rehearsal in pointing up strong and weak 
features of a disaster plan cannot be sufficiently emphasized. 
Third, all persons who participate in or observe such an opera- 
tion become missionaries in the cause of better medical 
preparedness. James E. Firzceraip, M.D. 
Coordinator, MEND Program 
Georgetown University 
School of Medicine 
Washington 7, D. C. 
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BELGIUM 


Poliomyelitis Virus.—Quersin-Thiry and Dekegel reported the 
results of their studies of the poliomyelitis virus in the Archives 
belges de médecine sociale. A total of 93 strains was isolated 
from the feces of 321 well and ill persons. There were 49 
separate foci, of which 35 contained type 1 strains; 5, type 2 
strains; and 9, type 3 strains. The viruses were present only in 
the immediate surroundings of patients acquiring poliomyelitis. 
The risk of a person’s becoming a carrier declines with age and 
increases with his nearness to a patient. Twenty-five patients 
who were observed had the viruses in their feces for an average 
of 11 days, and 12 carriers had them for at least 31 days. The 
presence of a virus in fecal samples went along with an increased 
level of serum antibodies. There was no correlation between the 
number of antibodies and the rapidity with which the virus 
disappeared pony the fecal samples. A search for neutralizing 
antibodies in 224 normal persons of all ages chosen from difter- 
ent backgrounds and with no known contacts with poliomyelitis 
showed that immunization occurs early in the population at 
large; 72% of those between the ages of 6 months and 4 years 
had partial immunity (antibodies to at least one type of virus), 
and 22% had complste immunity. 


Malignant Goiter.—Dor of Brussels reported a series of 90 pa- 
tients with malignant tumors of the thyroid. Their average age 
was 57.5 years; only two were less than 20 years old. Clinical 
signs of cancer were present in 73.5% when treatment was in- 
stituted. A noticeable tumor had been found an average of 
eight years before the diagnosis of malignancy in 77 patients; 
53 came for consultation because of a rapid growth on the part 
of this tumor. The five-vear survival rate with or without 
recurrence for the group was 28%. Surgical excision and _ post- 
operative roentgen therapy is the treatment of choice for lesions 
in stage 1 or 2. Enucleation does not suffice; the entire diseased 
lobe must be removed, Some good results may be obtained in 
the surgical treatment of stage 3 and 4 lesions, but, when these 
are inoperable, radiotherapy alone is not likely to be successful. 
Thus all tumors of the thyroid should be operated on, if only 
to relieve local compression. Metastases can be treated radio- 
logically. 


Cancer of the Long Bones.—At a meeting of the Academy ot 
Medicine, Dr. Desaive of Liege stated that epitheliomas of the 
long bones (a rare condition) are of three types: basocellular, 
spinocellular, and cylindrostellar. They appear to originate in 
the skin. Of 25 patients in whom the outcome was known, 8 
had died (7 from cancer) and 17 had survived for a tew months 
to 21 years after the last treatment. Local lymph node involve- 
ment and distant metastases were present in eight patients. 
Conservative management is contraindicated; only amputation 
can cure. Of 22 patients who underwent amputation, 6 were 
lost to follow-up, 6 died of cancer, and 10 survived, 8 of these 
for at least 10 years. Good results may be obtained from exten- 
sive resection with graft replacement if the lesion is closely 
confined, but the patient must be warned that amputation will 
be performed in case of recurrence. 


DENMARK 


Control of Narcotics. —The government regulations of 1955 for 
the control of narcotics should help to check careless prescrib- 
ing of these drugs. Prescriptions for narcotics must give doses in 
writing as well as in figures to render forgery more difficult. 
Druggists must file all such prescriptions. The applicant for a 
prescription of a narcotic may now be prosecuted if he has 


The items in these letters are contributed by regular correspondents in 
the various foreign countries. 


written false statements concerning his name, address, or occu- 
pation. When an applicant for a prescription is a stranger to 
the physician he consults, he may be asked to sign a receipt for 
it in the physician’s “narcotic book.” 


Hypophysectomy for Cancer of the Breast.—Dr. Erik Anders- 
son, in the Danish Medical Bulletin (vol. 3, March, 1956), states 
that hypophysectomy for cancer of the breast is still in’ the 
experimental stage. It has hitherto been reserved for only the 
most advanced cases that have failed to react satistactorily to 
radiological, hormonal, or surgical treatment. The 20 patients in 
his series were informed of the nature of hypophysectomy and 
were warned that the results could not be toretold. The age of 
the patients ranged trom 40 to 68 years, and cancer of the breast 
had been diagnosed from one to 14 years earlier. All patients 
had metastases and all were given cortisone intramuscularly im- 
mediately before and after the operation, but the preoperative 
cortisone treatment advocated by some was not given because of 
the risk of cerebral edema In no patient was there a total dis- 
appearance of metastases or of the primary tumor, but in nine 
there was a remarkable remission of the disease. All nine patients 
ceased to use analgesics, and most of them were enabled to live 
more normal lives. Two became completely fit for work. All nine 
gained weight. The author stressed the importance of the hypo- 
physectomy’s being total. 


Serologic Diagnosis of Gonorrhea.—Dr. Alice Kevyn in Nordisk 
medicm (March 29, 1956) notes that, though the incidence of 
recent, infectious syphilis fell from 1.4 per LO,000 inhabitants in 
1939 to only 0.3 in 1954, the rate of gonorrhea is still compara- 
tively high, with 18.7 cases per 10,000 in 1954. When gonorrhea 
presents such complications as epididymitis, the complement 
fixation test is nearly always positive, and it usually is so in the 
second to fourth week of an infection if no treatment has been 
given, but treatment is usually given so promptly that there is 
no time for the development of a positive test. Serologic testing 
is therefore of comparatively little value in acute, uncomplicated 
cases, although a markedly positive test may call for a search 
for complications. When these are present in the form of artic- 
ular disease, inflammation of the internal genitalia in women, 
or prostatitis and when sources of infection need to be tracked 
down, such testing is useful, but it is not safe to diagnose gon- 
orrhea on only the serologic evidence and without the support 
of other laboratory tests and clinical findings. Dr. Reyn_ is 
guarded as to the value of the complement fixation test when it 
is negative, a finding that does not necessarily rule out a diag- 
nosis of gonorrhea. She refers also to the inexplicable cases in 
which the test continues to be positive even after years of 
skilled treatment. In such cases nothing is to be gained in per- 
sisting with treatment, and the patient should be comforted 
with the assurance that his blood presents some curious features 
of no practical importance to him. 


Treatment ot Hodgkin's Disease with Phenylbutazone.—In 
Nordisk medicin (Feb. 23, 1956), Dr. J. Bichel states that, of 
20 patients suffering from clinically and histologically verified 
Hodgkin's disease, 17 benefited from the administration of phe- 
nylbutazone in doses somewhat lower than those usually recom- 
mended. Only once was it raised to 1 gm. daily, and the usual 
dosage was 200 to 600 mg. daily. Of 11 patients who were 
febrile, there were 10 whose temperature fell promptly in re- 
sponse to the drug. In some the temperature became subnormal, 
returning to normal with a reduction of the dosage. Of eight 
patients whose clinical syndrome was dominated by pain, six 
became practically free from it regardless of whether it was due 
to bone destruction or involvement of the soft tissues. The effect 
of the drug on itching was more variable, and in one patient it 
became worse under this treatment. With few exceptions some 
improvement was effected, the patients feeling less tired and 
more cheerful, partly because of the discarding of therapy with 
analgesics and narcotics. Though appetite improved in several 
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patients, there was no marked gain of weight, and in only one 
was there a definite diminution of enlarged lymph nodes. There 
were few side-effects, but the patient who was given ] gm. daily 
developed a rash. Only in one patient was serious granulocyto- 
penia observed. Use of the drug was discontinued after a total of 
7.4 gm. had been given, and thereupon the leukocyte count rose 
again. Bichel concludes that, though therapy with this drug often 
has a marked symptomatic effect on Hodgkin's disease, it is too 
early to claim any lasting benefits. 


FRANCE 


Chlorpromazine in Treatment of Psychosis.—Jean Delay and his 
co-workers (Presse méd. 64:495, 1956) said that 300 psychi- 
atric patients who were given a prolonged course of treatment 
with chlorpromazine were followed up and that the results 
confirmed the initial indications for this method of treatment. 
For states of excitement, mania, confusion, delirium, and, in 
general, all acute psychiatric illnesses, chlorpromazine proved 
more effective than electroshock. In the depressive states and in 
particular im melancholia, the results were only moderately 
good, The drug was recently shown to be indicated in chronic 
psychosis and schizophrenia, especially for paroxysms of agita- 
tion and anxiety. The results were more satisfactory in chronic 
delirium and in passional psychosis than in hallucinative psy- 
chosis. As a rule, the attitude of indifference caused by the 
drug gradually relieves the patients from their delirious appre- 
hensions. The authors used larger doses in chronic psychosis 
than in acute psychosis. In the latter, the mean daily dose was 
120 mg. and the mean duration of treatment was 38 days. In 
chronic psychosis the dosage was gradually increased but never 
to above 500 mg. daily and the duration of treatment averaged 
118 days. 


INDIA 


Assay of Cholera Vaccine—Shah Deo and his co-workers (Patna 
Journal of Medicine, April, 1956) state that the usual laboratory 
method of evaluating the potency of vaccines is to inject the 
vaccine into susceptible animals, which are then challenged with 
an injection of virulent organisms. Another method is the exam- 
ination of the serum for the presence of antibodies after inocu- 
lation with the vaccine. The most reliable results are given by 
the statistical analysis of field experiments in which the persons 
exposed to infection are divided into two groups, only one of 
which is inoculated with the vaccine. This method has the dis- 
advantages that it takes a long time, it can be conducted only 
in epidemics, and it is expensive. No suitable laboratory animals 
for experiments dealing with cholera are available, and so the 
immunizing efficacy judged by titration of the protective anti- 
body raised in insusceptible animals is open to objection. The 
first method is the one used to titrate cholera vaccine. Small 
doses of recently isolated strains of Vibrio cholerae suspended in 
mucin and injected intraperitoneally proliferate and kill mice, 
although they do not produce typical enteric symptoms. Mice are 
immunized with a single dose of vaccine and challenged 14 days 
later with the Vibrio suspension. The minimum requirements for 
passing anticholera vaccine as satisfactory for prophylactic pur- 
poses are that (1) the vaccine must be prepared from smooth 
strains and must contain both Inaba and Ogawa subtypes in 
equal proportions, (2) the vaccine must agglutinate with Inaba 
and Ogawa O types of specific serum, (3) the vaccine must not 
agglutinate with cholera rough O serum, and (4) in case of 
vaccines prepared from agar the Vibrio content must not be less 
than 8 billion per milliliter. 


The Liver in Tuberculosis.—Arora and his co-workers studied 
the histories, physical examinations, liver function tests, and 
histological examinations of needle biopsy material from the 
livers of 102 patients with different types of tuberculosis. The 
tests used to determine liver function were the thymol turbidity 
and flocculation, colloidal gold flocculation, cephalin-cholesterol 
flocculation, prothrombin response to vitamin K, and Van den 
Bergh’s test; urine urobilinogen was estimated and the icteric 
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index determined, The disease in these patients involved the 
lungs, abdominal viscera, and/or other organs. An enlarged liver 
was present in 48%. The duration of the illness had no direct 
bearing on the enlargement of the liver. The disease was three 
times more common in women than in men. Its incidence was 
higher when the abdomen was involved in the tuberculosis 
process. In this series 78% revealed liver damage as judged by 
the liver function tests and 76% of the biopsies showed patho- 
logical changes in the liver. Tubercles and granulomas, how- 
ever, were seen in only 12% of the patients. Fatty change was 
present in 28%. The commonest lesion, patchy necrosis, was 
seen in 76%. In 63.7% no correlation was found between the 
functional and structural changes in the liver. The cephalin- 
cholesterol flocculation test was found to be the most sensitive 
indicator of liver damage in tuberculosis. Thus, 88.3% of the 
series showed either clinical, biochemical, or histopathological 
changes indicative of liver involvement in tuberculosis. This 
fact should be considered in the treatment of tuberculosis and 
sufficient antifat anu antinecrosiy medicines given to prevent 
liver damage and to hasten convalescence. 


Procamamide Hydrochloride in Chronic Chorea.—L. K. Ganguli 
treated a man who had chronic chorea with procainamide hydro- 
chloride (Journal of the Indian Medical Association, April 1, 
1956). The results were encouraging. Although the disease is 


not very common, the prognosis is poor. The 40-year-old patient * 


was admitted to the hospital for irregular involuntary move- 
ments of the face and limbs of one year’s duration. His elder 
brother had had the same complaints at the age of 45 and had 
ultimately become psychotic and died. His father had difficulty 
of speech but no other trouble. The patient’s emotions were 
markedly impaired; his speech was slurred; choreiform move- 
ments were present in his tace and extremities; and his gait was 
jaunty. After a preliminary trial with sedatives that had no effect, 
he was given procainamide. he initial dose of 0.5 gm. twice 
daily was raised to 2 gm. a day within a week and continued 
for six weeks. There were no untoward symptoms. Subjective 
improvement was noticed after 15 days of treatment. The chorei- 
form movements diminished in number and intensity. The im- 
provement was even more marked after five weeks of treatment. 
The patient became happy and less depressed. No ill-effects 
were noticed after withdrawal of the drug. 


Results of Resection for Pulmonary Tuberculosis.—Betts and 
co-workers have assessed the late results of 219 resections for 
pulmonary tuberculosis in 211 patients (Indian Journal of Tuber- 
culosis, March, 1956). Most ot these patients were followed up 
for at least six months. There was a hospital fatality rate of 6.6%, 
and in addition there were at least three late deaths; 38 patients 
could not be tollowed; and 146, or 69%, were known to be living 
and well, with negative sputum. Serious postoperative complica- 
tions included 14 instances of empyema and 17 instances of re- 
activation or extension of the disease. The authors believe that 
pulmonary resection should be considered more and more a 
routine treatment in patients in whom the disease is not arrested 
completely by bed rest and chemotherapy. Thoracoplasty should 
be reserved tor those in whom resection is not sate because ot 
the distribution of the disease or other factors. 


SWITZERLAND 


Thiamine Pyrophosphate and Multiple Sclerosis.—Reymond 
and Vannoti (Schweiz. med. Wchnschr. 84:328, 1956) showed 
that patients with multiple sclerosis have lowered serum thia- 
mine pyrophosphate values and disordered intermediate carbo- 
hydrate metabolism manifested by serum pyruvic acid and 
lactic acid levels that are abnormally high and remain high 
long after intravenous administration of fructose. This is pre- 
sumably the result of slowed disintegration of pyruvic acid and 
disturbed regulation of lactic acid. These data support the 
theory that multiple sclerosis is accompanied by disordered 
phosphorylation of vitamin B:. The authors’ experiments with 
radioactive phosphorus indicate that it is unlikely that there is 
disordered phosphorylation of the hexoses in the first stages of 
glucose metabolism. It is impossible to tell whether the meta- 
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bolic disorders seen in multiple sclerosis cause the disease or 
simply aggravate it. The authors found that the level of thia- 
mine pyrophosphate decreased in two patients as the disease 
progressed. This disturbance does not appear to be specific to 
multiple sclerosis, however, and it was observed in other pa- 
tients who had no neurological disorder. The coexistant symp- 
toms seen in patients with disturbed intermediate carbohydrate 
metabolism and decreased levels of thiamine pyrophosphate are 
not present in patients with multiple sclerosis. These symptoms 
are tearing of the commissures of the lips, mucosal atrophy, skin 
lesions of avitaminosis, and the other symptoms described by 
the authors under the name of “cellular catalyzer insufficiency 
syndrome.” These findings justify a trial of therapy with thia- 
mine pyrophosphate. 


Orally Given Antidiabetic Agent.—G. R. Constam of Zurich 
reported his first results with carbutamide (sulfanilyl-butyl- 
carbamide) orally given in diabetes mellitus in Médecine et 
hygiene (14:122, 1956). The drug stimulates insulin secretion, 
but it may exhaust the insulin-producing portion of the pan- 
creas and thus aggravate the diabetes. The following dosage 
schedule is recommended: 2.5 gm. the first day, 2 the second, 
1.5 the third, and 1 gm. daily thereafter. Blood sugar estima- 
tions must be frequent at the start of treatment. later they may 
be spaced out. The author saw toxic skin reactions, necessitat- 
ing stoppage of treatinent in 3 of 100 patients. Many patients 
also complained of epigastric pain and alcohol intolerance. 
There were often mild signs of hypoglycemia. Children and 
adolescents with diabetes should not be treated with the sulfon- 
amide derivatives. The same applies to asthenic patients under 
the age of 45. If a diabetic fares well on a special diet and 
needs no insulin, the new drugs should not be given simply 
so he can eat more. Other contraindications are acidosis, ex- 
acerbations during intercurrent disease, infections, wounds, and 
surgical operations. The patient who should receive sulfon- 
amides is the one of sthenic constitution in whom diabetes 
appears after the age of 45 and whose metabolism cannot be 
rectified by dietary restriction alone. 


Infectious Mononucleosis and Cortisone.—Infectious mono- 
nucleosis is generally a benign disease that does not require 
treatment. Certain forms are, however, distinguished by their 
severity in regard to duration or complications, e.g., forms with 
hyperpyrexia or cases that drag on and on, resulting in marked 
asthenia. Convalescence becomes more annoying than the dis- 
ease itself. Janbon of Montpellier, France, used cortisone in the 
treatment of four patients with this disease. Fever and apathy 
disappeared within 24 to 48 hours. Changes in the serum and 
serologic reactions were not modified by the treatment. Gautier 
and Caloz ( Méd. et hyg. 14:80, 1956) reported that all patients 
with infectious mononucleosis hospitalized in the University of 
Geneva Pediatric Clinic are now given cortisone or prednisone. 
Only small doses are needed over a period of four to five days. 
The effect is immediate on the fever and the general condition 
and somewhat slower on angina, adenopathy, heptomegaly, and 
splenomegaly. 


WHO in 1955.—Dr. M. Candau, director-general of the World 
Health Organization, presented his report for 1955 to the 
ninth World Health Assembly in May. The organization par- 
ticipated in 500 projects in 108 countries. It helped organize 
mass campaigns against malaria, tuberculosis, and yaws and 
other treponematoses. The international health certificate issued 
three years ago has become the standard document for travelers 
in most parts of the world. The organization’s atomic program 
includes education of the health personnel of atomic establish- 
ments, standardization of radiological units and radiation dos- 
age, and study of the problems of combating the dangers of 
radioactive by-products from atomic reactors, The WHO also 
sent 69 professors to 25 schools of nursing. Others were ap- 
pointed to medical schools or public health institutes. Almost 
1,000 scholarships were granted. Extensive administrative re- 
organization was carried out in Africa, South America, southeast 
Asia, and the Near East. 
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UNITED KINGDOM 


Empire Rheumatism Council.—According to the annual report 
of the Empire Rheumatism Council for 1954-1955, Dr. 
Norymberski and his co-workers have found that the excretion 
of total 17-hydroxycorticosteroids in pregnancy increases 
gradually to reach maximal values (10 to 30 meg. daily) at 
delivery and falls during the following week to normal levels 
(16 to 14 meg. daily). The corresponding increase of urinary 
21-deoxyketols (a subgroup of 17-hydroxycorticosteroids ) is 
more pronounced: | to 3 meg. at delivery and 0.1 to 0.3 meg. 
daily in nonpregnant women. Treatment with zinc dust in 
50% acetic acid solution transforms  17:21-dihydroxy-20- 
oxosteroids into products that no longer can be converted into 
17-oxosteroids by use of sodium bismuthate. Under identical 
conditions other 17-hydroxycorticosteroids retain their  17- 
ketogenic property and 17-ketones are unaffected. This selective 
elimination of 17:21-dihydroxy-20-oxosteroids can be brought 
about in the urine, and, hence, a simple means becomes avail- 
able for the differential analysis of urinary 17-ketogenic steroids. 

At St. Mary’s Hospital, Miss Muir has found a_ suitable 
paper-and-solvent system of paper chromatography _ that 
clearly separates degraded chondroitin sulfate from the highly 
polymerized material, so that not only can the two materials be 
distinguished from each other, but the approximate amounts 
in any given sample or mixture can be estimated. A study of 
chondroitin sulfate suggests that it exists in tissues as a complex 
of large molecular weight, consisting chiefly of polysaccharide 
cemented by small amounts of peptide or protein, which is 
destroyed by papain and alkali. Since a large fall in molecular 
weight of a highly asymmetric molecule such as chondroitin 
sulfate produces a marked change in physical properties, it 
is considered possible that if such a breakdown occurred in the 
tissues there would be a marked change in mechanical proper- 
ties, the tissues becoming less elastic and resilient. Some of the 
pathological and degenerative changes of connective tissue 
might thus be explained. 

A research grant was also made to workers at the West 
London Hospital to investigate the 17-hydroxycorticosteroid 
output in urine in patients with rheumatoid arthritis. The aim 
was to assess the degree of adrenal stimulation attained with 
the administration of corticotropin. It has been found that, 
with a moderate level of adrenal stimulation with a daily 
injection of corticotropin, as measured by the output of urinary 
17-hydroxycorticosteroids, the symptoms of rheumatoid arthritis 
are suppressed. So far, however, it has been difficult to achieve 
a constant level of adrenal stimulation. 

Dr. H. M. Bassiono has continued his research into the 
estimation of heparin-like substances in blood and _ tissues. 
During the isolation of heparin from rheumatic patients’ blood, 
it was found that a fine metachromatic precipitate was included 
in the crude dye precipitate that was not present in similar 
extracts from normal blood. Paper electrophoresis indicated 
that this metachrometic precipitate included an acid polysac- 
charide. Using large amounts of blood collected from patients 
with acute rheumatic fever, it was found that this acid poly- 
saccharide was mainly derived from the white blood ceils. This 
acid polysaccharide was also found in variable degrees in 4-ml. 
samples of blood taken from patients with various other 
diseases. 

Prof. J. H. Kellgren reported a series of over 500 patients with 
spondylitis, about 75% of whom appeared to have typical 
ankylosing spondylitis. These patients were benefited by x-ray 
therapy. The remaining 25% appeared to have other forms of 
polyarthritis affecting the spine, especially rheumatic fever, 
Reiter's disease, rheumatoid arthritis, and the arthritis associated 
with psoriasis. These atypical forms of spondylitis are not 
benefited by x-ray therapy. The recognition of these atypical 
forms is of practical importance since x-ray therapy may carry 
a serious risk of leukemia and anemia and should therefore not 
be given to patients unlikely to benefit from it. A study of 
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200 patients with uveitis has shown that the association of this 
condition with rheumatic disease is confined to ankylosing 
spondylitis and Reiter’s disease. 

Results of the differential sheep cell agglutination test in 
about 6,000 patients confirm the findings that in the field of 
arthritis this test is specific for rheumatoid disease. Such other 
conditions as scleroderma, disseminated lupus erythematosus, 
digital arteritis, primary pulmonary hypertensior., and certain 
pulmonary diseases may also give a positive test. This raises 
the possibility that these conditions may be pathologically 
related, whereas the numerous polvarthritic conditions in which 
the test is negative mav be unrelated to rheumatoid arthritis. 

In a few cases of the rapidly progressive type of rheumatoid 
arthritis, studies at autopsy showed that the final cause of 
death was either widespread and largely unsuspected bacteria! 
infections or alternatively a complicating periarteritis nodosa. 
Autopsy specimens from patients with Heberden’s nodes and 
polyarticular osteoarthritis showed ossification of the articular 
cartilage from the underlying bone and ossification of ligaments 
to be more prominent than cartilage fibrillation and erosion. 
This is taken to suggest that polyarticular osteoarthritis is 
not a simple wearing out of the joints but an active disease 
process. Isotope studies using C“ glycine and S” sulfate showed 
that in atrophy in a limb, collagen metabolism is, if anything. 
speeded up, suggesting that atrophy may be an active rather 
than a passive process. This was even more apparent in the 
sulfated polysaccharides of the limb tissues. 


Smoking and Cancer.—In a statement to the House of Commons, 
the Minister of Health announced that the government will 
take such steps as are necessary to insure that the public is 
kept informed of all the relevant information as and when it 
becomes available. Two cancer-producing agents have been 
identified in tobacco smoke, but whether they have a direct 
role in producing lung cancer, and. if so, how has not been 
proved. The number of deaths from cancer of the lung has risen 
from 2,286 in 1931 to 17.271 in 1955. To place these figures 
in perspective—in 1954, of every 1,000 deaths of men aged 45 
to 74 years, 77 were. from bronchitis, 112 were from apoplexy, 
and 234 were from cancer, of which 85 were cancer of the lung. 
The fact that a causal agent has not yet been recognized should 
not be allowed to obscure the fact that there is statistically an 
incontrovertible association between cigarette-smoking and the 
incidence of lung cancer. 

On the same day that the Minister of Health made his 
statement, the leading tobacco manfacturers issued a staternent 
that the evidence on the possible relationship of lung cancer and 
smoking is conflicting and incomplete. Much more research is 
necessary before definite conclusions can be drawn. The 
industry has consistently favored a_ scientific and objective 
approach to this question. Quite apart from its own chemica! 
research into the constituents of tobacco and tobacco smoke, 
it has assisted, and will continue to assist, research in every 
way possible. Current statistical studies indicate that only a 
small proportion of smokers contract lung cancer and_ this 
disease also occurs among nonsmokers. The incidence of the 
disease appears to be much greater in towns than in rural areas, 
but there is relatively little difference in the per capita amounts 
smoked by town and country dwellers respectively. The 
variations in the incidence of the disease in different countries 
appear to bear little relation to the variations in Consumption ot 
tobacco in those countries. The British Empire Cancer Campaign 
has reported that experiments in a number of research institu- 
tions to test whether tobacco smoke produces cancer in certain 
animals have given negative results. Experiments have also been 
carried out at Yale University for 10 vears with tobacco tar 
and living tissue, including human lung tissue transplanted 
into animals. and have produced no evidence of formation of 
cancer. Tobacco is a great boon to millions of people. The 
benefits, psychological and physiological, that it may confer 
are not vet fully understood and might well be a subject of 
scientific investigation. Excessive smoking may be harmful in 
certain cases, but what is excessive to one person is not neces- 
sarily excessive to others. The average amount of tobacco 
smoked in Great Britain is by no means high. The consumption 
of tobacco has shown only a small per capita increase compared 
with the prewar period and is well below the consumption in 
some other countries. 
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Not to be outdone, the day after the minister's statement, 
the president of the National Union of Retail Tobacconists stated 
that in the past 40 years, since cancer research became impor- 
tant, more than 30 articles of popular consumption have been 
accused of being a source of lung cancer and in every case 
ultimate experience has eliminated them. The Minister of 
Health should, however, remove, if necessary by official order, 
the sources that are known to be contaminating the air. 


Minister of Education and Mental Health.—In speaking to the 
annual conference of the National Association for Mental 
Health. the Minister of Education said that a man must be 
slightly mad to enter politics. How else could he endure the 
hurly-burly, the warfare of personalities, and the inexplicable 
changes of fortuae, flattery one day and insults the next? All 
the textbook ingredients of stress and strain are there: ceaseless 
competition said to be so bad for children, every possible 
mistake picked on and exaggerated, promotion by favor, 
irregular hours, and curtailment of home life; yet, in spite of 
being exposed to all the classic frustrations, only one member of 
Parliament in recent years has had a nervous breakdown. All 
of us who are trying in one way or another to see that our 
children grow up sound in body and mind must wrestle with 
the question of why this generation knows better and does 
worse than our fathers. Human beings need more than mere 
bodily health. They want to know why they were born and 
what their destiny is. They cry for a belief to distinguish them- 
selves from animals. The personal example of individuals stand- 
ing up for what they believe in still counts for more than 
anything else in the mental health and happiness of mankind. 
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MEDICOLEGAL ABSTRACTS 


Contracts: Agreements in Restraint of Practice, Reasonable In- 
terpretation.—The plaintiffs filed suit for an injunction to restrain 
the defendant from practicing medicine in Lubbock County. 
Texas, in violation of a restrictive covenant in his contract of 
employment. The injunction was denied, and the plaintiffs 
appealed to the court of civil appeals of Texas. 

The plaintiff physicians operated a medical clinic. In 1950, 
when the defendant was hired as a doctor on the clinic’s staff, 
he was required to sign a contract that provided, “the said 
employee agrees that at any time his association or connection 
with said employers is severed, he will not thereafter practice 
his profession in Lubbock County.” After three years with the 
clinic, the defendant resigned his position and set up a private 
practice in the same community, contending that the contract 
was void as an unreasonable restraint of trade since it was un- 
limited as to time. 

The court held that the unlimited duration of the restrictive 
covenant did not make it void Where the restrictive covenant 
in such cases is reasonably limited as to space. said the court, 
the tact that it is unlimited as to time does not invalidate the 
contract. In the light of the facts of the case, the court found 
that the limitation to Lubbock County was reasonable. The 
court further sustained the restrictive covenant on the grounds 
of freedom of contract, saying that, even if there is a public 
policy against such contracts, the defendant will not be allowed 
to object to the contract after he has received full consideration 
and enjoyed the benefits of it for three years. 

It appeared from the evidence, however, that the plaintiffs 
had previously waived their right to an unlimited time by 
offering to accept a reduction therein to “three to five years.” 
The court pointed out that the Texas courts in previous cases 
had sometimes, from the point of view of equity, reduced a 
broad territorial limitation from that stated in the contract to 
one that is less but that still affords adequate protection to the 
former employer. Accordingly, the court of civil appeals re- 
versed the judgment in favor of the defendant but remanded 
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the case with instructions to enter judgment for the plaintiffs 
limited to a period of three years, Krueger, Hutchinson & Over- 
ton Clinic v. Lewis, 266 8. W. (2d) 885 (Texas, 1954). 


Privileged Communications: Right of Physician and Office 
Nurse to Testify: Waiver of Privilege.—The plaintiffs, husband 
and wife, filed suit against the defendant for damages arising 
out of an automobile accident. The jury returned a verdict in 
favor of the plaintiff and denied the detendant’s motion for a 
new trial. He therefore appealed to the Supreme Court of 
Minnesota, 

The day after the accident, the plaintiff wife went to the 
office of Dr. Lenarz for treatment of her injuries. He examined 
her in the presence of the plaintiff husband and Mrs. Lenarz, 
who was acting as his nurse. At the trial, the defendant sought 
to call Dr. and Mrs. Lenarz as witnesses. The plaintiffs’ objec- 
tion on the ground of privilege was sustained. Section 
595.02(4) of the Minnesota Statutes provides: “A licensed 
physician or surgeon shall not, without the consent of his 
patient, be allowed to disclose any information or any opinion 
based thereon which he acquired in attending the patient in a 
professional capacity.” The court said that this statutory 
privilege extended by implication to nurses or attendants who 
are employees or who are acting under the direction of the 
physician examining or treating the patient and that the 
privilege therefore extended to Mrs. Lenarz, who was acting 
as her husband’s nurse at the time of his examination of the 
plaintiff wife. 

Section 595.02(4) further provides that: “no oral or written 

waiver ot the privilege hereinbefore created shall have any 
binding force or effect except that the same be made upon the 
trial or examination where the evidence is offered or received.” 
The plaintiff wife testified that she consulted Dr. Lenarz who 
gave her some medicine, which she took, and some orders, 
which she obeyed. The plaintiff husband testified that Dr. 
Lenarz gave the plaintiff wife some prescriptions. The plain- 
tiffs’ counsel asked an expert witness for the defendant a 
hypothetical question in which reference was made to a pre- 
scription given the plaintiff wife by Dr. Lenarz. The plaintiff 
wife called other medical experts to testify as to her physical 
condition. The defendant contended that the furnishing of all 
this evidence as to her physical condition and treatment consti- 
tuted a waiver, under Section 595.02(4), by the plaintiff wife 
ot the privileged character of her conversations with and treat- 
ment by Dr. Lenarz. The court said, however, that testifying 
concerning the injuries sustained and the treatment received, 
unless such testimony relates to communications made to the 
physician or questions the propriety of his treatment, is not a 
waiver of the privilege. 

Other contentions of the defendant were also overruled and 
the judgment in favor of the plaintiff was affirmed. Ostrowski v. 
Mockridge, 65 N. W. (2d) 185 (Minn., 1954). 


Naturopathy: Right of Naturopath to Exemption from Optom- 
etry Act.—The plaintiff, the Florida State Board of Optometry, 
sought to enjoin the defendant, a duly licensed naturopathic 
physician, from practicing optometry until he obtained a license 
issued by the state board of optometry. The trial court granted 
an injunction so the defendant appealed to the Supreme Court 
of Florida. 

Section 463.08 of the Florida statutes provides that the terms 
and provisions of Chapter 463 (the Optometry Act) “shall not 
apply to physicians duly licensed to practice under the laws of 
the State ot Florida.” The defendant contended that, since he 
was a duly licensed naturopathic physician, he was a “physician” 
within the meaning of Section 463.08 and thus exempt from 
the requirement of the optometry act. The court pointed out that 
the forerunner of the present Chapter 458 of the Florida Statutes, 
which provides for the examining and licensing of allopaths and 
homeopaths, was enacted in 1889. In 1909, the forerunner of 
the present Chapter 463 was enacted; it exempted physicians 
from the licensing requirement for the practice of optometry in 
words substantially the same as those appearing in the present 
section 463.08. It was not until 1927 that the legislature recog- 
nized naturopathy as one of the healing arts and enacted a law, 
now Chapter 462 of the Florida Statutes, that provided for the 
licensing of naturopathic physicians. 
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There are few if any attributes or requirements that are 
common to the fields of naturopathy and optometry said the 
court. It is not questioned that both have an important place 
as healing arts; so did bleeding, sassafras tea, and “herbs” have 
an important place in the primitive art of healing, but they 
have long since been relegated to the discard. It has been the 
practice of the legislature in this state to recognize each of the 
healing arts as they show reason for their place in the sun and 
to pass laws defining their scope, regulating the practice of 
each and authorizing rules of conduct to govern them. Each 
has appliances, instrumentalities, and codes of conduct peculiar 
to itself, which are well defined and recognized. We think the 
trial court was correct in holding that naturopaths are not 
“physicians” as contemplated by the provisions of the optometry 
law and in refusing to exempt naturopaths from the require- 
ment of securing a license to practice optometry. Continuing, 
the court said that the legislature has recognized each branch 
of healing as a separate entity; each has its own board and 
governing regulations, each has attributes and requirements as 
to qualification and practice peculiar to itself that the legislature 
has recognized and in its wisdom has authorized the enforce- 
ment of as a prerequisite to practice in this state. 

Accordingly, the Supreme Court affirmed the order of the 
trial court granting the injunction against the defendant naturo- 
path until such time as he obtains a license from the state 
board of examiners in optometry. Weber v. Florida State 
Board of Optometry, 73 So. (2d) 408 (Fla., 1954). 


Malpractice: Tooth Broken During Administration of Anes- 
thetic.—The plaintiff filed an action against the defendants, an 
oral surgeon and an anesthetist, for damages allegedly caused 
by their malpractice in administering a general anesthetic 
preparatory to the extraction of all her teeth. From a judgment 
in favor of the defendants, the plaintiff appealed to the Su- 
preme Court of Louisiana. 

The plaintiff's dentist advised her to have all of her remain- 
ing teeth extracted because of a long-standing pyorrhetic con- 
dition and recommended that the extractions be done under a 
general anesthetic by the defendant oral surgeon. The plaintiff 
therefore consulted the defendant oral surgeon. He examined 
her and noticed a loose tooth on the upper left side but did 
not make a close examination of each tooth to determine its 
looseness. When the plaintiff was being prepared for the 
operation, the defendant anesthetist, knowing that all of the 
teeth were to be extracted, resorted to the often used method 
known as nasal endotracheal intubation, which leaves the 
mouth unobstructed. She first gave ether to the plaintiff through 
a mask placed over the face and, when a deep sleep ensued, 
she inserted the intratracheal tube with the aid of a laryngo- 
scope. This is a metallic instrument, the body of which is held 
in the hand of the anesthetist, and which body is about the 
size of the ordinary household flashlight. Attached to the 
upper end of this instrument is a flat piece of metal several 
inches in length, which is about as wide as the blade of a wide 
table knife and which is about an inch or more in thickness 
from the top to the bottom, at the rear end, and tapers to about 
one-half inch at the forward end. On the forward end of this 
upper extension, there is a flashlight, which enables the 
anesthetist to see just where the rubber tube is being placed as 
it enters the throat after having passed through the nose. When 
this laryngoscope is inserted into the mouth, it obviously occu- 
pies almost the entire opening between the lips. After the tube 
had been inserted and connected to the appropriate machine, 
the anesthetic was resumed and the laryngoscope was removed 
from the plaintiff's mouth. The defendant anesthetist and the 
defendant oral surgeon, who had been in the operating room 
while the anesthetic was being given, then almost simultane- 
ously noticed a bleeding socket, from which a tooth was 
missing, in the upper front part of the plaintiff's mouth. When 
they were unable to locate the tooth in her mouth or on the 
table, an x-ray was taken that disclosed the tooth in the plain- 
tiff’s right lung. It was promptly and skillfully removed in the 
bronchoscopic room of the hospital. Because of this accident, 
however, the planned operation was not performed on that day. 

The plaintiff contended that the doctrine of res ipsa loquitur 
applied in this case and that the defendants therefore had the 
obligation of showing that they had not been guilty of any 
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negligence. The court of appeals agreed that the doctrine did 
apply but it was of the further opinion that the defendants had 
produced sufficient evidence to indicate that they were not 
guilty of any negligence. The Supreme Court of Louisiana 
was of the same opinion. A physician, said the court, is not 
required to exercise the highest degree of skill and care possible 
but only that degree of skill ordinarily employed, under similar 
circumstances, by the members of his profession in good stand- 
ing in the same community or locality, and to use reasonable 
care and diligence, along with his best judgment, in the appli- 
cation of his skill to the case. 

Here, the evidence clearly established that the defendants 
were eminently qualified by education and experience to prac- 
tice in the respective branches of medicine in which they were 
engaged at the time of the mishap and that in the administer- 
ing of the anesthetic they did everything reasonably required 
of them under the circumstances. The unfortunate occurrence 
evidently resulted only from the laryngoscope’s coming in con- 
tact with plaintiff's upper front teeth, which was impossible 
to avoid and was something that may take place (according to 
the uncontradicted evidence) in spite of the exercise of the 
most extreme care, 

Accordingly, the judgment of the court of appeals in favor 
of the defendant physicians was affirmed. Meyer v. St. Paul- 
Mercury Indemnity Company, 73 So. (2d) 781 (La., 1954). 


Workmen’s Compensation: Death Following Ingestion of 
Drugs Prescribed by Company Physician.—The plaintiff, the 
personal representative of a deceased employee of the defend- 
ant, brought an action against the defendant-employer to enforce 
an award of death benefits under the Workmen’s Compensation 
Act. From a judgment in favor of the plaintiff, the defendant 
appealed to the Supreme Court of South Carolina. 

The employee suffered. while at work, a superficial laceration 
of the scalp and was sent by the employer to a physician who 
administered procaine (Novocain) hydrochloride and_ took 
several stitches in the employee’s scalp. The physician also 
gave the employee a prescription for six 1% grain pentobarbital 
(Nembutal) capsules to relieve headaches and pain that might 
develop from the head injury, with directions “one when neces- 
sary for pain.” The employee had the prescription filled, re- 
turned to work for the rest of the day, then left in a truck with 
a fellow worker. After letting his companion off, the employee 
continued homeward and was next seen about an hour later at 
a place where he had run off the highway and about 200 yards 
into a field. After necessary minor repairs to the truck were 
made, the employee continued homeward and, after proceeding 
about two miles, crashed the truck into the guard rail of a bridge, 
sustaining injuries that resulted in his death. 

The defendant contended that there was no evidence proving 
directly or by inference that the employee’s death was caused 
by the scalp injury. The plaintiff, however, contended that the 
pentobarbital capsules prescribed by the defendant’s doctor 
impaired the deceased’s mental and physical faculties, thereby 
causing the wreck producing the fatal injuries. 

Admittedly, said the court, the deceased’s scalp injury arose 
out of and in the course of his employment and was compensa- 
ble, as was every natural consequence that flowed from this 
injury, unless the result of an independent intervening cause, 
sufficient to break the chain of causation. Section 72-306 of 
the South Carolina Code provides that, “The consequences of 
any such malpractice shall be deemed part of the injury result- 
ing from the accident and shall be compensated for as such.” 
If the prescription of drugs necessitated by the original com- 
pensable injury impaired the employee’s mental or physical 
faculties, thereby causing him to lose control of the truck and 
crash into the bridge killing himself under such circumstances, 
the plaintiff is entitled to recovery. 

The question, said the court, is whether there is any evidence 
to support the Industrial Commission’s award of death benefits. 
The evidence established the following facts and inferences that 
could reasonably have been drawn by the commission: Pento- 
barbital is a barbiturate used primarily as a sedative and not 
to relieve pain. The proper prescription would have been a 
narcotic, but the physician had no license to prescribe a nar- 
cotic. Pentobarbital has different effects on different persons, 
sometimes causing confusion, excitement, delirium, or an ap- 
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pearance or state of inebriation. The employee was not warned 
that two pentobarbital capsules “would put him to bed.” The 
directions given would lead a layman to believe any number 
of the capsules could be taken without ill-effect. There was 
positive testimony that the decedent took at least one of the 
capsules while on the job, and it can be reasonably inferred 
that he took one or more later in view of the testimony of a 
person who saw him after he had run off the highway into the 
field that deceased did not appear to be in control of his facul- 
ties, but that there was no evidence of his being under the 
influence of alcohol. An award may be based on inferences 
drawn from circumstantial evidence, and such evidence need 
not reach such a degree of certainty as to exclude every reason- 
able or possible conclusion other than that reached. We are of 
the opinion, concluded the court, that the commission was war- 
ranted in concluding from the evidence that the employee 
came to his death as a result of taking drugs prescribed by 
the company physician that impaired his mental and physical 
faculties. The judgment of the lower court in favor of the 
plaintiff was accordingly affirmed. Whitfield v. Daniel Con- 
struction Co., 83 S.E. (2d) 460 (S.C., 1954). 
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HIGH FIDELITY RECORDING 


Today’s high-fidelity phonograph systems owe their existence 
to a discovery by Thomas A. Edison, who in 1876 hit on a 
method that permitted both recording and reproduction of 
sound from a rotating cylinder. After a number of attempts had 
been made to convert his machine from a cylinder into a stand- 
ard phonograph, the phonograph industry was born at the turn 
of the century. 

With the inception of Audio Fairs in 1949 came a renaissance 
in home music entertainment. The present-day counterpart of 
David and his harp stemming from Biblical days, Orpheus and 
his lute derived from Greek mythology, and the traveling 
troubadour and minstrel provide us with their consummate art, 
skill, and talent in order to satisfy a fundamental and universal 
longing to enjoy pleasing sounds. Today, they “visit” with us at 
our whim and command—with the aid of “hi-fi” reproducing 
instruments. Indebtedness for this boon is due chiefly to physi- 
cists, engineers, musicians, recording artists, manufacturers, and 
dealers, pooling their respective talents, ingenuity, planning, and 
labor in a united effort. To “see” and “hear” has been increas- 
ingly demanded by the public, whose interest has been stimu- 
lated by newspapers, magazines, books, television, and radio. 

There is little doubt that the currently popular term “hi-fi” 
has become, to say the least, a semipermanent addition to the 
American language. The teen-agers gave hi-fi the first active 
kick-off with their jam sessions and be-bop. What a teen-ager 
means when he says something is “hi-fi” may be just as obscure 
to the adult as a physician’s shop talk is to the lay listener. 
Exactly what anyone of any age means when he says something 
is “hi-fi” is still to be defined in precise terms. So many inter- 
pretations have been offered to explain it that what should 
ordinarily entail a reasonably simple definition has instead at- 
tracted confused meanings. To begin with, it is just as well to 
dispose of the notion some persons have that the “high” in 
“high fidelity” has anything to do with high frequencies on a 
phonograph record. Actually, the word means “true,” and high 
fidelity refers to true fidelity. 

When the term “hi-fi” is applied to the reproduction of music, 
it means maximum faithfulness to the original—within limita- 
tions, of course. The truth is that no one wants a 70-piece 
orchestra blasting away at full volume in a small living room. 
But there are times when one does encounter a thoughtless 
high fidelity enthusiast who dreams of accomplishing this 
objective, to the chagrin of his neighbors. To truly enjoy hi-fi, 
however, it is necessary to understand the reproduction of 
sound more precisely, keeping it very close to the re-creation 
of the original illusion. It is a boon to a busy doctor, coming 
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home after a tiring. crowded day, to be able to close his eyes, 
midst the comfort of bedroom slippers and sofa, to imagine 
that he is attending a live performance. While music is being 
reproduced in the comfortable environs of his home, hi-fi brings 
a range, vitality, and musical naturalness almost as reai as 
in the original performance. 

The technique of high fidelity has advanced a long way dur- 
ing the past few years. There are several reasons for its rapid 
progress. First, the advent of FM shortly after the conclusion 
of World War II provided a hi-fi means of radio broadcasting. 
Then, almost simultaneously, came the introduction of long- 
playing records. Finally, a sufficient number of Americans had 
been exposed to training in electronics during the war that the 
idea of using professional equipment to achieve greatly im- 
proved sound reproduction was not insurmountable. The result 
is that the hi-fi industry has already reached the half-billion- 
dollar mark this year. 

While high fidelity technicians are responsible for the con- 
struction and engineering of hi-fi, it is your ear that is the true 
judge of the results. The source of sound lies in the realm of 
physics; the effect of sound is a physiological consideration. The 
proper enginecring of sound consists in controlling the cause so 
as to produce the desired effect. It is this control and effect of 
sound that is so essential in the chain of components that com- 
prise the high fidelity system. Recently it has become fashion- 
able among some hi-fi devotees to regard sound as a thing apart, 
quite divorced trom music itself. This concept has absolutely no 
place in high fidelity recording. Sound is a dimension by which 
music reaches the ear; it is not separate, but a composite whose 
excellence results from a desirable blending of correct  fre- 
quencies, balances, dynamics, and lack of interference. What is 
new in the sound of the best contemporary phonograph records 
is a faithful capturing of music as it sounds under live con- 
ditions. This is what high fidelity attempts to achieve. 

After you have found yourself the victim of the so-called 
hi-fi virus, your daily life may suddenly operate on a basis that 
is more profound than what Thorstein Veblen called “conspicu- 
ous consumption.” The point is not so much in owning a fine 
precision instrument, engineered to very high standards and 
priced accordingly, as it is in which precision instrument will 
turn the trick. The hi-fi enthusiast is dissatisfied with mediocrity. 
He has an ardent desire to have nothing less than the best. To 
achieve this, he will experiment with new speakers, amplifiers, 
tone-arms, cartridges, and turntables. He will discard the old 
with a pang when something new and better comes along. He 
will rearrange furniture and drapes, install new paneling or re- 
move old shelving, and lay down and take up carpets in an end- 
less quest for optimum acoustic conditions. No suggestion from 
a fellow enthusiast or from the literature on the subject is too 
far-fetched to be dismissed until it has had a fair trial. 

The components otf a hi-fi system that makes for the very 
finest listening include the following items. First of all, a goc 
speaker is necessary. A speaker should be capable of reproduc- 
ing the widest frequency range with minimum distortion from 
the lowest notes to the highest. Hi-fi speakers are available in 
sizes ranging from 8 to 15 in. in diameter. In order to enable it 
to reproduce both high and low notes with equal fidelity, a 
speaker will have two or more elements. The first is known as 
the “woofer,” for it handles the low notes; the second element 
is called the “tweeter,” since it handles high notes. There is, 
moreover, a “dividing network.” which provides a means for 
directing the proper notes to th» proper speaker clement. I[t is 
good practice to have the speaker tested for frequency repro- 
duction and also to have the room tested for the range in which 
it gives maximum resonance. 

Except in well-designed instruments, the loudspeaker of a 
hi-fi system should not be mounted in the same cabinet with the 
record-changer and player. Why so? Well, record grooves con- 
tain infinitesimally small squiggles and indentations, which the 
needle in the cartridge must follow exactly down to the last 
millionth of an inch. If the speaker is mounted in the same cab- 
inet, it requires special construction to keep the sound produced 
by the speaker from making the record cartridge vibrate, thus 
creating new sounds that are not desired. _ 

Persons who place a radio-phonograph against the wall be- 
tween the sofa and armchair (which seems to be the generally 
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accepted location for radios) will find themselves listening to 
a concert from behind the orchestra. That is why it is necessary 
to realize the importance of placing the speaker across the room, 
facing the listening area, so that it plays at you just as an orch- 
estra would. 

Hi-fi systems can be completely disguised and everything 
hidden, including the loudspeaker, when placed in a closet or 
behind a bookshelf or small wood panel. A remote-control 
system is an extremely important part of a hi-fi system, for it 
influences brightness, contrast-fine tuning, volume, and channel 
selection. It is achieved through a small tuner chassis, which 
may be placed up to 200 ft. away from the picture tube. 

The question is often asked, “What should a good hi-fi system 
comprise?” An important part of the answer is summed up in 
“How much do you care to invest?” First and foremost, it is a 
matter of one’s budget, and only the purchaser can decide how 
much he will invest in a high fidelity system. A high fidelity 
phonograph system can be purchased for as little as $150 or for 
more than $2,500. Manutacturers of hi-fi svstems will tell vou 
that, as in the purchase of an automobile, you get only what 
you pay for, extras included. Hi-fi can also be budgeted. One 
will buy a good speaker, amplifier, and record changer; another 
year one may add an inexpensive but adequate AM-FM_ radio 
tuner; another season one will improve the speaker system: and 
still another occasion will start one on the way to tape record- 
ing, a hobby many doctors find most gratifying, especially when 
medical papers are to be prepared and read. Any continued 
expense depends by and large on the individual himself. 

With the purse released from its strings and the choice of per- 
formance selected for the disk, all you have to do it is to sit 
back, settle into a world of musical fantasy-—-without medical 
consultations, without surgery, without differential diagnoses— 
and enjoy the mounting pleasures of high fidelity recording. 
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Bilateral Mastectomy —Rationale and Procedure: 16 mm., color, sound, 
showing time 23 minutes. Prepared in 1954 by George T. Pack, M.D., and 
James C. Baldwin, M.D., New York. Produced by Sturgis Grant Produc- 
tions, New York. Procurable on loan or purchase ($125) from E. R. Squibb 
and Sons, Division of Olin Mathieson Chemical Corporation, 745 Fifth Ave., 
New York 22. 


This is a film record of the performance, in continuity, of a 
radical mastectomy for breast cancer and a simple mastectomy 
of the uninvolved breast. The authors remove the second breast 
under the tollowing conditions: (1) when it is the site of a sec- 
ond malignancy; (2) when it is a possible avenue of cross 
metastatic cancer, especially if the original site is of the inner 
quadrant of the involved breast; (3) when nonmalignant con- 
ditions, e. g., ductal stasis or so-called chronic cystic mastitis, 
are present; (4) when there is a nonfuctioning organ; and (5) 
when cosmetic improvement is desired. It may b> said that the 
high incidence (7-10%) of another malignancy in the second 
breast is equivocal since it cannot be universally established 
by the experience of others. It is just as likely that the in con- 
tinuity removal of the second breast may promote as well as 
prevent cross metastases. In the attempt to control inner- 
quadrant breast-cancer metastases more consideration should 
be given to the problem of parasternal nodes than to the re- 
maining breast. The third and fourth considerations are not 
valid since the relationship of nonmalignant to malignant con- 
ditions cannot be clinically established and pathologically the 
relationship is highly controversial. The authors further state 
that the most common precancerosis of the breast occurs in the 
breast remaining after mastectomy. This concept was first ex- 
pressed by Drs. Fred W. Steward and Frank W. Foote Jr., and 
subsequently Dr. Steward added that “the female breast is a 
precancerous organ.” Better planning would have enhanced the 
film’s effectiveness. The structures encountered are inadequately 
defined, and there is frequent departure from audiovisual corre- 
lation. The film should be of value to surgeons particularly 
interested and versed in the problems of breast cancer. 


J.A.M.A., July 14, 1956 
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INTERNAL MEDICINE 


Current Indications for the Use of Anticoagulant Drugs in Cere- 
brovascular Disease. R. G. Siekert, C. H. Millikan and R. M. 
Shick. Circulation 13:725-728 (May) 1956 [New York]. 


The current indications for anticoagulant therapy in cerebro- 
vascular disease are limited sharply to certain categories. They 
include (1) intermittent insufficiency of the basilar arterial sys- 
tem, (2) intermittent insufficiency of the internal carotid system, 
(3) thrombosis within the basilar arterial system, (4) recurrent 
cerebral emboli associated with a likely cardiac source, and (5) 
possibly, recurrent cerebral thromboses. In each case the gen- 
eral contraindications to anticoagulant therapy, both absolute 
and relative, must be considered. Careful diagnosis of the par- 
ticular type of cerebrovascular involvement is essential. This 
applies particularly to those patients with episodic symptoms, in 
whom the examination reveals normal findings unless an attack 
is observed. Continued assessment of each patient is needed, 
for other lesions may be mimicking cerebrovascular disease and 
the course of the illness will aid in their differentiation. In 
patients in whom rapid action is required, heparin may be em- 
ployed early. Otherwise, ethyl biscoumacetate (Tromexan ) and 
bishydroxycoumarin (Dicumarol) may be used, the latter for 
long-term management. The authors usually used the anti- 
coagulants for an indefinite period, but in two patients with 
intermittent basilar insufficiency the anticoagulants were with- 
drawn after three months and the patients did not have a re- 
currence of the attacks. On the other hand, withdrawal of 
anticoagulants in several patients with thrombosis of the basilar 
artery was associated with rapid progression of the illness. 


Termination of Ventricular Fibrillation in Man by Externally 
Applied Electric Countershock. P. M. Zoll, A. J. Linenthal, W. 
Gibson and others. New England J. Med. 254:727-732 ( April 
19) 1956 [Boston]. 


Ventricular fibrillation was terminated 11 times in four pa- 
tients by externally applied electric countershock. These epi- 
sodes occurred in the course of an acute myocardial infarction, 
after the intravenous administration of procaine amide for a 
rapid arrhythmia, in digitoxin intoxication, and in Adams-Stokes 

isease. The patient with Adams-Stokes disease, who was de- 
fibrillated promptly on three separate occasions, recovered com- 
pletely. On one occasion ventricular tachycardia also ceased 
after external countershock, suggesting that this procedure may 
prove valuable clinically in stopping other arrhythmias as well 
as ventricular fibrillation. The authors have been able to stop 
atrial fibrillation, atrioventricular nodal tachycardia, and ven- 
tricular tachycardia in laboratory animals with this technique. 
The amounts of externally applied current necessary to stop 
ventricular fibrillation in these patients ranged from 240 to 720 
volts. The complete recovery of one patient (case 4) after 
repeated countershock indicates that external defibrillation can 
be accomplished without ill effect to the patient. Several phy si- 
cians were involved in applying these potentially dangerous 
currents to the patients. With prior instruction and a well- 
devised instrument, the procedure appeared safe for all con- 
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cerned, As with external resuscitation from ventricular standstill 
with the cardiac pacemaker, successful defibrillation depends on 
immediate recognition of the emergency and prompt application 
of the external defibrillator. Although external countershock 
can be applied easily and quickly, delays in its application con- 
stitute the major limitation of successful resuscitation. In case 
4, the resuscitations were accomplished within two to four min- 
utes of fibrillation, since its probability had been recognized and 
the defibrillator was at hand. In the three patients who died, 
circulation had been ineffective for seven minutes or more 
before defibrillation. 


Brucellosis and Heart Disease; I. The Shaky Foundations of 
“Rheumatic” Heart Disease. T. M. Peery. Postgrad. Med. 
19:323-327 ( April) 1956 [Minneapolis]. 


Peery traces the historical development of the concept of 
“rheumatic” heart disease, pointing out that there is no real 
clinical evidence that rheumatic fever is the only febrile illness 
causing chronic valvular heart disease. Brucellosis is another 
possible cause. Similarities between rheumatic fever and brucel- 
losis can best be noted by listing the five major (carditis, ar- 
thralgia, chorea, subcutaneous nodules, and recurrences) and 
seven minor (fever, abdominal pain, precordial pain, rashes, 
epistaxis, pulmonary changes, and hematological changes) 
features of rheumatic fever and ascertaining their presence in 
brucellosis. Rheumatic fever cannot be differentiated from other 
diseases on the basis of bacteriological or serologic tests. Many 
different bacteria have been isolated from the throat, blood, 
joints, and heart valves in patients with rheumatic fever, but 
these organisms are not different from those that may be ob- 
tained in patients with many other respiratory diseases. Strep- 
tococci, particularly those of the group A strain, have been 
incriminated, but the data are so complex that the evidence is 
inconclusive, As regards the pathological aspects of rheumatic 
fever, particularly the Aschotf body in the myocardium, the 
author agrees with Clawson’s thesis that the Aschoff body is 
probably a nonspecific inflammatory reaction of the connective 
tissues of the heart that may be produced by any one of many 
causes, and that it does not define rheumatic fever as a specific 
disease. At present there is no procedure that can positively 
identify rheumatic tever, and yet most physicians are willing to 
accept such common past symptoms as recurrent sore throat, 
fever, and joint pains as positive history of rheumatic fever. Cer- 
tainly brucellosis, and probably many other diseases, cannot be 
differentiated trom rheumatic tever on the basis of such a history. 
An open mind on this problem will permit new approaches to 
the prevention and treatment of valvular heart disease. 


Treatment of Thrombocytopenic Hemorrhage by Injection of 
Human fibrinogen in Massive Doses. P. Cazal, R. Graafland, 
P. Izarn and others. Presse méd. 64:670-671 (April 11) 1956 
(In French) [Paris, France]. 


The authors used injections of human fibrinogen in the treat- 
ment of intractable thrombocytopenic hemorrhage, even though 
the fibrinogen content of the patients’ blood was normal. ‘lhe 
product used was prepared by the authors themselves, and con- 
sisted of Cohn’s fraction 1, nonpurined, 60% fibrinogen, poor in 
active plasmin and antihemophilic factor and prepared in small 
quantities so as to avoid spreading hepatitis. Ten hemorrhages 
in tour patients were countered by intravenous injection of be- 
tween 3 and 10 gm. of this preparation. Hemorrhage was clearly 
arrested in nine instances, while in one the effect was negative 
or doubtful. Why fibrinogen should be effective in these patients 
is not clear. Its action is presumably indirect, since there is no 
lack of fibrinogen in the blood of patients with thrombocy- 
topenic hemorrhage. It appears that an excess of fibrinogen will 
compensate for the platelet deficiency. 
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Thrombophlebitis: A Possible Clue to Cryptic Malignant Le- 
sions. K. K. Woolling and R. M. Shick. Proc. Staff Meet. 
Mayo Clin. 31:227-233 (April 18) 1956 [Rochester, Minn.]. 


Many instances of thrombophlebitis occur as complications of 
obvious or far-advanced cancer. Some, however, may occur 
before other specific signs and symptoms of malignant lesions 
have appeared and thus may serve as an important diagnostic 
finding. This was the case in the 15 patients reviewed here. 
Study of these cases showed that thrombophlebitis may occur 
as a relatively early complication of latent cancer in any one of 
several viscera, including the pancreas, ovary, stomach, lung, 
breast, and probably prostate. This suggests that some factor 
or factors common to many types of cancer are responsible for 
the thrombosing tendency. The thrombophlebitis in cases of 
pancreatic carcinoma appears to be more extensive than that 
which is seen in the other cases, suggesting an additional stimu- 
lus to thrombosis in the patients with pancreatic cancer. In 
addition, there seems to be a greater tendency toward extensive 
involvement of superficial veins during the course of pancreatic 
malignant disease. When instances of thrombophlebitis are 
encountered, an attempt should be made to exclude primary 
types, such as the thrombophlebitis of thromboangiitis obliterans 
and that of recurrent idiopathic thrombophlebitis (throm- 
bophlebitis migrans) and all other possible secondary varieties 
of thrombophlebitis. The differential diagnosis between re- 
current idiopathic thrombophlebitis and thrombophlebitis asso- 
ciated with malignant lesions is difficult. In general, however, 
the former tends to run a protracted course, which may be 
episodic over many years; the average age of patients in a large 
series of cases was 40 years. In the latter, the course is usually 
rapid and the age of the patient is usually more than 40 years. 

In answer to the question whether these patients should be 
subjected to special investigations, when the patient is probably 
already beyond help when thrombophlebitis appears, it is 
pointed out that the age of 10 patients in this series was less than 
55 years, so that, in most, if cancer had not occurred, the life 
expectancy would have justified reasonable efforts at diagnosis. 
Furthermore, the appearance of thrombophlebitis may antedate 
the diagnosis of the underlying malignant disease by intervals 
of four days to seven months. In 6 of the 15 patients, the in- 
terval was at least three months. While in most of the patients 
the condition was inoperable at the time of diagnosis, earlier 
diagnosis might have permitted operation before the develop- 
ment of metastasis. Greater suspicion of cancer in patients 
with apparently spontaneous thrombophlebitis who are more 
than 40 years of age may stimulate earlier intensive investigation 
and diagnosis, which may lead to more successful treatment. 
Whereas the mechanism of increased tendency toward throm- 
bosis in this syndrome is unknown, the thrombosis, characteris- 
tically, is relatively refractory to anticoagulant therapy. 


Clinical Experiences with Oral Diabetes Therapy. J. Jacobi and 
M. Kammrath. Arztl. Wehnschr. 11:301-305 (April 6) 1956 
(In German) [Berlin, Germany]. 


A series of 113 diabetic patients were treated with a sulfona- 
mide derivative that German investigators first referred to as 
BZ-55, the carbutamide, 1-butyl-3-sulfanilylurea (now mar- 
keted in Germany as Nadisan or Invenol). The drug is given by 
mouth. Of the first 97 patients, 70 were hospitalized and 27 
received ambulatory treatment. In order to ascertain whether 
the effect of the new drug on the sugar metabolism was that of 
a substitute for necessary insulin, insulin-free days were tried on 
the patients who were to be treated with the new drug. The 
investigators reasoned that the metabolic effect of the drug 
would be convincing only if the patients could not get along 
without insulin or if at any rate their sugar metabolism would 
be greatly impaired without its use. 

The results obtained in 63 of one group of 75 patients were 
good or fair. On the first day the patients usually were given 
only one (0.5 gm.) tablet in order to avoid hypersensitivity 
reactions. On the second day 5 tablets (2.5 gm.) were given 
after meals (2 in the morning, 2 at noon, and one in the eve- 
ning). In many patients the sugar metabolism becomes practi- 
cally normal. The blood sugar content is frequently below the 
renal threshold. Many patients become aglycosuric, but hypo- 
glycemic shock is never observed. Of the secondary effects 
some are desirable; in one patient a chronic balanitis was cured. 
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Undesirable secondary effects consisted of generalized allergic 
exanthems in three patients. In one of these desensitization was 
accomplished, drug therapy being resumed with small, gradu- 
ally increasing doses. 

On the basis of their observations and of other reports the 
authors emphasize that the antidiabetic effect of this drug is 
real but that dietetic therapy of diabetes is just as important as 
it was formerly. The prospects of success with this treatment 
seem to be greater, the older and stronger the patient and the 
shorter the duration of the diabetes and of the insulin therapy. 
There are exceptions to this, so that a change from insulin 
therapy to the new drug can always be tried, but the less the 
prospects of success, the more cautious should be the change- 
over. The aim of the treatment is complete substitution for 
insulin injections; the combined use of the drug and of insulin 
is not recommended. Diabetic coma is a contraindication to the 
use of the drug. Caution is necessary in the presence of fever. 
In such patients a return to insulin may be necessary, just as 
before an operation. The presence of tuberculosis involves 
special problems because the antituberculous drugs, aminosali- 
cylic acid and isoniazid, may have diabetogenic effects. 


Staphylococcic Pneumonia. F. Sorice and A. Ortona. Policlinico 
(sez. prat.) 63:209-219 (Feb. 13) 1956 (In Italian) [Rome, 
Italy]. 


The authors point out the high incidence of staphylococcic 
pneumonia. Many cases are contracted in the hospital, espe- 
cially of staphylococcic infections resistant to antibiotics. Pre- 
cautions should be taken to prevent such infections, especially 
in patients who are permanently in a hospital on account of 
chronic diseases. The most important diagnostic criterion is the 
isolation of the causative organism. The presence in many pa- 
tients of a mixed bacterial flora makes it hard to rule out air- 
borne infection, From a prognostic point of view the age of the 
patient is important. The degree of resistance to various anti- 
biotics in the strains of the organisms that affect the patient is 
important. Staphylococci found in hospitals are highly resistant 
to most antibiotics. The most important problem in the therapy 
is the choice of the proper antibiotic. This choice must be 
based on the results obtained from in vitro sensitivity tests of 
the strain isolated. Strains of staphylococci that are sensitive 
to penicillin are becoming rare. Good effects are obtained with 
chloramphenicol and erythromycin. Whatever antibiotic or 
combination of antibiotics is chosen, the dose must be large 
and it must be given long after recovery is apparent. The re- 
sponse to therapy may come rather late. In pneumonia caused 
by staphylococci the response usually comes more slowly than 
in pneumonia caused by other organisms. The combination of 
sulfonamides and antibiotics is often effective. 


Atypical Tuberculosis and Secondary Infections. A, Jacauelin, 
M. Romand and M. Vasselin. Semaine hép. Paris 32:1253-1257 
(April 10) 1956 (In French) [Paris, France]. 


Patients with a variety of atypical forms of tuberculosis, such 
as chronic febrile states, tuberculous rheumatism, iridocyclitis, 
asthma, enterocolitis, or even psychosis, are prone to an ab- 
normal number of prolonged, recurring infections. These are 
most often pyogenic in character, with colibacilli and micro- 
cocci as the responsible organisms; but the patients may also 
have infections with pneumococci, streptococci, or Hemophilus 
influenzae, or with a virus, notably one causing aphthosis. It is 
common to see bouts of furunculosis, anthrax, folliculitis, and 
eczema in these patients. In them, the common seasonal respira- 
tory tract infections occur with undue frequency and are apt 
to be complicated by sinusitis, otitis, or even pulmonary con- 
gestion. Patients often have combined intestinal and genitouri- 
nary infections with colibacilli. In a group of 50 patients with 
atypical tuberculosis who were not examined or questioned 
specifically for secondary infection, the authors found such an 
infection in 16. In a second group of 50, 28 were found to have 
secondary infections on closer inspection. Only infections dis- 
tinguished by their repetition or severity were included among 
this number. Some of the infections were aggravated by tuber- 
culin testing or therapy with tuberculin (when the dosage was 
too rapidly increased). The symptoms of the tuberculosis were 
usually eradicated in a spectacular fashion when an acute infec- 
tion set in with high fever and leukocytosis with polynucleosis. 
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Idiopathic Paroxysmal Myoglobinuria: Report of Two Cases 
and Evaluation of the Syndrome. L. Reiner, N. Konikoff, M.D. 
Altschule and others. A. M. A. Arch. Int. Med. 97:537-550 
(May) 1956 [Chicago]. 


Myoglobinuria is a sign of muscle necrosis due to a variety of 
causes, some known and others unknown. In the idiopathic 
variety, which occurs in paroxysms, the myoglobinuric episode 
is characteristically but not invariably initiated by muscular 
effort. Twenty-one cases reported in the literature are reviewed 
here, and two cases are added. There was no single pathoge- 
netic mechanism in this group of 23 cases. The common symp- 
toms are muscle pain and weakness or paralysis usually 
involving the lower extremities but often other muscle groups 
as well, including those of deglutition, respiration, and speech. 
Urine discoloration by myoglobin is observed for one or more 
days after an attack and is recognized by the passage of urine 
that is free of erythrocytes but gives a positive benzidine reac- 
tion. Albuminuria and cylindruria commonly accompany myo- 
globinuria. There is no discoloration of the blood plasma. The 
disease has its onset during childhood in one-third of the cases. 
Those patients whose first myoglobinuric paroxysm is observed 
after age 14 often have a history of muscular weakness and 
aching going back to childhood or early youth. Four of the 23 
patients died, one of respiratory failure due to necrosis of the 
respiratory muscles and three of acute tubular necrosis of the 
kidneys (“lower nephron nephrosis,” “myoglobinuric nephro- 
sis”) and renal insufficiency. The two patients here reported 
survived, but each had a period of renal insufficiency. Histo- 
logically, idiopathic paroxysmal myoglobinuria is characterized 
by muscle necrosis that does not cause exudative phenomena. 
Pathological evidence indicates that muscie necrosis occurs not 
only during but also between overt attacks of myoglobinuria. 
This may explain the association of idiopathic paroxysmal 
myoglobinuria with muscular atrophies. It may also explain the 
muscular atrophies in blood-relatives who are free from myo- 
globinuria. There is no pathological evidence that the disease 
has any relation to the muscular dystrophies. In an addendum 
the authors mention reports of two other patients with paroxys- 
mal myoglobinuria, which ‘appeared in the British lierature 
during 1955, 


Fanconi’s Syndrome. B. F. Andersen. Nord. med. 55:469-471 
(April 5) 1956 (In Danish) [Stockholm, Sweden]. 


In renal osteodystrophies the affection is localized in the 
glomeruli or tubules, The tubular injury is most marked in 
Fanconi’s syndrome. A woman, aged 68, who had had chronic 
pyelonephritis for several years, was admitted for treatment be- 
cause of ischial pain and pain in her left shoulder. Examination 
revealed many fractures, several of Milkman type. There was 
marked acidosis with low serum bicarbonate and increased se- 
rum chloride. The alkaline phosphate level was increased and 
the serum phosphorus level was low. The renal function was 
reduced, with slight albuminuria and excretion of many amino 
acids in the urine. The patient was given 50,000 units of vita- 
min D, calcium phosphate, and a citric acid-sodium citrate 
mixture daily. The treatment resulted in rapid normalization of 
the biochemical changes and healing of the fractures. After a 
month the pain had disappeared. In the course of six months 
the alkaline phosphates and serum phosphorus became normal, 
and the vitamin dosage was reduced to 60,000 units twice 
weekly. Little change occurred in the serum calcium level dur- 
ing the treatment. The acidosis disappeared at the start of 
treatment, and the chloride and bicarbonate levels have since 
then been normal. The amino acid elimination approached the 
normal. Little is known of the cause of Fanconi’s syndrome. 
Several cases in siblings have been described. The effect of the 
treatment in the case reported was brilliant, but the prognosis 
is poor because of the strongly reduced renal function. The 
disease develops slowly in adults. Many patients with renal 
osteodystrophy have had a prolonged course of physical therapy 
until the bone changes were so marked that the diagnosis was 
made from the x-ray picture. 


J.A.M.A., July 14, 1956 


A Study of Barbiturate Clearance. E. Brodwall and K. F. Stéa. 
Acta med. scandinav, 154:139-144 (No. 2) 1956 (In English) 
[Stockholm, Sweden]. 


The authors became interested in investigating the elimina- 
tion and excretion of various barbiturates in human beings when 
they noticed that certain patients with grave kidney disease 
obtained a remarkably sedative effect from moderate doses of 
phenobarbital tablets. Their investigations, which began in 
1951, are not yet complete; consequently the present report 
deals only with excretion through the kidneys, which under the 
experimental conditions used is not influenced by elimination 
through the liver. The highly hypnotic effect produced by 
phenobarbital in the patients mentioned may be the result of 
accumulation due to reduced renal barbiturate excretion. In- 
vestigations made in the 1930's had shown that barbiturate 
excretion is reduced in patients with renal disease, but the 
degree of the reduction could not be reliably determined, ap- 
parently because the methods of investigation then in use lacked 
accuracy and specificity. This difficulty was overcome by the 
introduction of ultraviolet spectrophotometry, which made it 
possible to measure barbiturates in biological material with 
much greater exactitude. 

Parallel determinations of urea clearance and barbital clear- 
ance were made in 13 hospital patients; 12 similar experiments 
were carried out with determinations of urea clearance and 
phenobarbital clearance; and serum analyses with respect to 
barbiturate concentration were made in 56 patients with bar- 
biturate intoxication. Correlation between the clearance values 
of barbiturate and urea was good, and the amounts of barbital 
normally excreted by the kidneys were remarkably high. The 
renal clearance rate of phenobarbital was much lower than 
that of barbital, but with this drug also the correlation between 
the decrease in excretion and the fall in the urea clearance 
values was good, Important differences in the speed of elimina- 
tion were found in three patients with acute barbiturate in- 
toxication in whom the serum barbiturate level was estimated 
immediately after admission and 24 hours, six days, and six 
days ‘lates respectively. Great differences in the serum barbi- 
turate levels were found in the ‘cases ‘of acute intoxication, 
probably because they were caused by various different barbi- 
turates or mixtures of hypnotics. A certain relationship, however, 
was found between the barbiturate concentration in the serum 
and the severity of the intoxication. 

These findings show that the administration of barbital is 
contraindicated in patients with reduced renal function. Pheno- 
barbital and other barbiturates with similar rates of excretion 
should be given with great care. Whenever possible, they 
should be replaced by barbiturates that are totally destroyed 
within the body. 


SURGERY 


The Postcommissurotomy Syndrome. C. Papp and M. M. Zion. 
Brit. Heart J. 18:163-165 (April) 1956 (London, England]. 


The postcommissurotomy syndrome, a disorder characterized 
by pyrexia, pericarditis, left pleural effusion, and tendency to 
relapses, was observed in 22 of 100 patients who had been 
subjected to mitral valvotomy. It followed closely after the 
operation in 14 patients (group 1) or appeared after a time 
lag of four weeks to four months following operation in 8 
patients who had a normal postoperative course (group 2). Two 
patients in each group had further relapses. Pyrexia was mod- 
erate and continuous and lasted from 8 to 34 days in group 1 
and from 4 to 14 days in group 2. Pericarditis was mostly 
revealed by the electrocardiogram and the presence of a peri- 
cardial rub. Pain was infrequent, and radiological signs were 
exceptional, Left pleural effusion persisted for weeks or months 
and recurred after apparent absorption. It became loculated in 
four patients; emptying of the pockets in two led to rapid 
recovery. The effusion was blood-stained in 10 of 11 patients 
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when aspirated between the 5th and 22nd postoperative day. 
The cultures with one exception were sterile. Relapses, with 
similar symptoms and duration, occurred 3 to 10 weeks after 
the first bout of illness. Comparative studies in uncomplicated 
cases showed that a few days of pyrexia, left pleural effusion 
(which becomes serous after the first week and absorbs within 
a fortnight), and transitory signs of pericarditis are part of the 
normal postoperative course. The postcommissurotomy syn- 
drome thus appears as the accentuation, persistence, and _re- 
currence of the normal postoperative sequelae. It is caused by 
postoperative oozing from the auricular wound, as shown by 
the blood-stained effusion, responsible for a recurrent pleuro- 
pericarditis. Loculation of the effusion and left basal lung 
consolidation may constitute additional factors. Though the post- 
commissurotomy syndrome has some features in common with 
rheumatic pericarditis and has been attributed to it, it should 
be distinguished from the latter by the absence of preceding 
streptococcic infection, of arthritis, of carditis, and of a positive 
salicylate effect, features that were present in the few instances 
of overt postoperative rheumatic recurrence. There is no avail- 
able specific treatment. The disease, however prolonged, causes 
little systemic upset, has a good prognosis, and has no adverse 
influence on the outcome of the operation. 


Needle Biopsy of the Thyroid Gland. E. Hamilton Jr. and A. L. 
Vickery. New England J. Med, 254:742-746 (April 19) 1956 
[Boston]. 


In patients in whom the clinical diagnosis of a thyroid lesion 
is doubtful, particularly when the differential diagnosis of 
chronic thyroiditis is in question, a surgical intervention is often 
recommended to settle the problem. After needle biopsies of 
the thyroid had been successfully employed at the Cleveland 
Clinic by Crile and Vickery, this technique was adopted by the 
Thyroid Clinic of the Massachusetts General Hospital. The 
biopsies were done only on the recommendation of the Thyroid 
Clinic and not as a routine diagnostic measure. The Vim-Silver- 
man needle was used exclusively. On removing the needle, 
pressure should be applied immediately to the biopsy area be- 
cause a hematoma may otherwise develop. Needle biopsies 


Were attempted on 175 patients, and sufficient tissue for 


histological evaluation was obtained from 130 (74%). Some 
form of thyroiditis was diagnosed in 55 (42%) of the patients. 
The histological interpretation of nodular goiter in 22 patients 
(17% of all diagnoses) was the next most frequent diagnosis. 
The diagnosis of chronic thyroiditis versus that of nodular 
goiter constituted the problem that was considered most suit- 
able for possible solution by the needle-biopsy method. This is 
reflected in the relative frequency of these two entities in the 
biopsy series. On one occasion unsuspected cancer previously 
diagnosed as goiter was found. On two occasions, biopsies of 
questionable neoplasms (in which a surgical cure was highly 
improbable ) confirmed the presence of cancer more expeditious- 
ly than would have been possible with any other technique. In 
three patients metastases to the region of the thyroid gland 
from a remote primary source were demonstrated by needle 
biopsy. In 45 cases (25.7% of all biopsy preocedures ), insuffi- 
cient tissue was obtained for the pathologist to express any 
opinion. Needle biopsy is rarely used in patients with solitary 
thyroid nodules. The histological diagnosis of thyroid carci- 
noma is frequently difficult enough when the pathologist has 
the entire nodule for study without risking such a decision on 
a minute specimen. This technique should rarely be used to 
confirm a suspected diagnosis of cancer, for, in a curable lesion, 
cancer cells may be seeded along the needle tract. The goiter 
in thyroiditis is firm, diffuse, and of exactly the right consist- 
ency to be grasped by the needle. 


Multiple Pulmonary Emboli Following Artificial Hibernation 
with Hypothermia: Report of a Case. R. S. Lambie, L. G. Joseph 
and G. Wilscn. Brit. M. J. 1:840-841 (April 14) 1956 [London, 
England]. 


A transthoracic esophagogastrectomy was performed with the 
aid of artificial hibernation and hypothermia in a 76-year-old 
man with carcinoma of the cardia of the stomach. Anesthesia 
was induced with 6 cc. of a 2.5% solution of thiopental sodium 
given intravenously and was maintained by administration of 
1 liter of oxygen and 2 liters of nitrous oxide. The “lytic cock- 
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tail,” composed of 50 mg. of diethylamino-ethyl-N-phenothiazine 
hydrochloride, 10 mg. of meperidine (Pethidine) hydro- 
chloride, and 25 mg. of chlorpromazine, was administered in 
250 cc. of isotonic sodium chloride solution. Hypothermia was 
induced by covering the entire body with small bags of crushed 
ice. No shivering occurred. One hour later, the lytic cocktail 
was given again; the icebags were removed when the tempera- 
ture reached 91.4 F (33 C) and surgical intervention was 
started. During the operation 5 mg. of trimethaphan camphor- 
sulfonate (Arfonad ) was given intravenously. This was followed 
in 10 minutes by a drop in blood pressure to 60/30 mm. Hg, 
but the systolic pressure returned to 100 mm. Hg within the 
next hour. Meanwhile the body temperature fell slowly until it 
reached its lowest level, 83.3 F (28.5 C), where it remained 
for two and a half hours. The estimated blood loss was 600 ce. 
The patient was rewarmed slowly over a period of seven hours, 
and all vital signs were normal. The immediate postoperative 
course was uneventful. The sutures were removed on_ the 
seventh day; the wound was clean and healed. 

The patient gradually improved until the 16th postoperative 
day, when he suddenly went into shock. Despite the adminis- 
tration of arterenol (norepinephrine), nikethamide, and oxy- 
gen, his condition deteriorated rapidly, and he died 36 hours 
later. Autopsy revealed that the pulmonary artery with its 
branches in both lungs was filled with finger-like, extending 
thrombi. Their age ranged from 48 hours to three weeks. 
Heparin was not used in the rewarming period, since it was 
considered that bleeding might occur from the site of anasto- 
mosis. It is suggested that anticoagulant therapy should be 
used in the postoperative period as well as in the rewarming 
period to prevent this complication. 


Effect of Anticoagulant Therapy on Bone Repair. F. R. Stinch- 
field, B. Sandaran and R. Samilson. J. Bone & Joint Surg. 
38A:270-282 (April) 1956 [Boston]. 


The development of pseudarthroses in tour patients who had 
received anticoagulant therapy for thrombophlebitis imme- 
diately after an operation induced the authors to investigate 
whether there was a causal relationship between anticoagu- 
lants and poor bone healing. Sixteen rabbits (chinchilla type, 
3 to 5 kg. in weight) and 10 mongrel dogs (10 to 15 kg. in 
weight) were used as experimental animals, and an equal 
number of animals was used as controls. Each animal was 
anesthetized with sodium nembutal. The ilium was exposed 
subperiosteally, and a semicircular disk of bone was removed 
with a Stryker saw. After it had been divested of soft tissue 
and periosteum, it was replaced in its bed, where it was held 
in anatomic position by two tantalum-wire sutures. The perios- 
teum was not replaced. The wound was closed in layers. The 
wounds in both the experimental and control animals healed 
per primam. 

Anticoagulant therapy consisted of the administration of 
heparin or of dicumarol, or both drugs were given in combina- 
tion. As far as the authors were able to ascertain, this is the 
first series of experiments in which blood coagulation has been 
related to bone repair. Although it is generally recognized that 
heparin and dicumarol affect blood coagulation in entirely dif- 
ferent ways, they have a parallel effect on bone healing, as was 
shown by microscopic sections made in this study. Bony union 
required four weeks in the control rabbits and six weeks in the 
control dogs. Administration of coagulants during the preopera- 
tive period or one week after operation resulted in delayed 
bone union, and fibrous union resulted when they were given 
immediately after operation. The authors do not conclude that 
nonunion will necessarily occur in a patient who has received 
anticoagulant therapy; they feel, however, that the possibility 
of its occurring must be considered. 


Operative Cholangiography: Survey of 83 Cases in 232 Chole- 
cystectomies. R. A. Weir and C. Lizama. Missouri Med. 53: 
280-284 ( April) 1956 [St. Louis]. 


The authors describe the equipment necessary for operative 
cholangiography and the taking of a scout film of the right 
upper abdomen before anesthesia is induced to make sure that 
the patient and the Potter-Bucky diaphragm are in correct posi- 
tion and to ascertain that there is no radiopaque object that 
can produce an artefact in the films. Exploration, packing, and 


1106 MEDICAL LITERATURE ABSTRACTS 

retraction are carried out as usual after the opening of the 
peritoneum, in the cholecystectomy, the different biliary struc- 
tures and their blood supplies being dissected and identified 
(common duct, cystic duct, cystic artery, and right hepatic 
artery). At this stage of the operation the x-ray machine is 
moved in position, and immediate or primary cholangiog- 
raphy is performed with cither one of two techniques. 

In the first technique the opaque medium is injected directly 
into the common duct (after ligation of the cystic duct) at a 
point approximately Ll or 1.5 cm. below the cystic junction. 
Aspiration of bile must always be done as a safety measure. 
The dye is injected slowly and without spilling. The angled 
needle used in this technique was made by the authors out of 
a regular No. 22 B.D. hypodermic needle. The tiny hole left 
in the common duct is sealed by touching it slightly with the 
electrocautery. Any dye spilled in the peritoneal cavity must 
be removed, and retractors, sponges, and clamps must be 
removed in order to avoid any distortion by compression of 
the biliary structures. Exposure of the films must be done 
during apnea induced by the anesthetist by squeezing the 
breathing bag. 

The second technique is with a ureteral catheter or a poly- 
ethylene tube. As in the first technique the cystic duct ts 
ligated proximal to the gallbladder in order to avoid reflux ot 
opaque medium into the gallbladder. Through a small opening 
made in the cystic duct a ureteral catheter No. 4 or 5 is in- 
serted to a distance calculated about the middle of the common 
duct; another ligature of 2-0 silk is placed around the cystic 
duct containing the catheter in order to avoid spillage of 
opaque mediums. Retractors and sponges are removed; con- 
trast medium is injected through the catheter; and films are 
tiken. 

The use of operative cholangiography has increased at the 
author’s clime. In the course of 232 cholecystectomies, 83 (or 
35.7%) of the patients were subjected to operative cholangiog- 
raphy. In 55 patients the common duct was explored. Of the 
stones removed 7.6% were retained stones left from previous 
common duct explorations. In 9.6% the control cholangiograms 
through the T-tube showed that stones were being left behind. 
The routine use of operative cholangiography is suggested. It 1s 
advisable not to remove the gallbladder or to interfere with its 
blood supply until after the common duct exploration. In case a 
lesion exists in this structure, the gallbladder is a life-saving 
organ. In both techniques described in this paper the gall- 
bladder and its blood supply remain intact. 


Cholecystitis Perforata. J. Rahbek and P. B. Holgersen. Ugesk. 
lwger 118:241-244 (March 1) 1956 (In Danish) [Copenhagen, 
Denmark}. 


Of 24 patients who had acute cholecystitis with free pertora- 
tion to the peritoneum, 21 were operated on, and of these 9 
died. The three patients treated conservatively also died. The 
average age of those who died was 68 and of those who re- 
covered was 61. Death was due to a combination of shock, 
peritonstis, and cardiac insufficiency. Only four patients were 
admitted carly enough so that operation for the acute cholecys- 
titis might have been possible before perforation occurred. 
By hospitalization and operation for acute cholecystitis early in 
its course some perforations may be avoided. 


Treatment of Six Cases of Anuria. F. Fesani and F. Neri. Min- 
erva chir. 11:239-243 (March 15) 1956 (In Italian) [Turin, 
Italy}. 


The authors report on six patients with anuria treated with 
intestinal dialysis and procaine. In two patients the anuria 
was caused by renal and urethral calculi, in two it was post- 
operative, in one it was due to peritonitis following perforation 
of the duodenal ulcer, and in one it was due to drug intoxica- 
tion. The treatment in all cases was based on detoxication. 
Intestinal dialysis gave excellent results. The amount of treat- 
ment in each case was determined by the clinical symptoms. 
The intusion of liquids was from 1 to 2 liters per hour. It was 
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stopped when the kidneys started to function normally, Pro- 
caine was given intravenously to some and to others it was 
also injected directly into the kidney. The therapy was supple- 
mented with kidney-extracts, nicotinic acid, vitamin B, and 
carboxylase. The patient with peritonitis received in addition 
antishock treatment and antibiotics. Treatment with antispas- 
modic agents was added for patients with calculi. In five 
patients the kidneys returned to their normal function after 
one to three days of treatment. The sixth patient had car- 
cinoma of the uterus. Her anuria was mainly caused by intoxi- 
cation due to the drugs she had taken, and she died of uremia. 


Astragalectomy as a Stabilizing Operation for Foot Paralysis 
Following Poliomyelitis: Results of a Follow-up Investigation 
of 153 Cases. Hl. C. Holindahl. Acta orthop. scandinay. 25:207- 
227 (No. 3) 1956 (In English) [Copenhagen, Denmark]. 


Follow-up of 144 patients subjected to astragalectomy (153 
operations) for the correction of foot deformities following 
poliomyelitis showed that the anatomic end-results were good 
in 18.3%, fairly good in 47%, and poor in 34.7%. The functional 
results were much better, being good in 32%, fairly good in 
56.9%, and poor in only 11.1%. The number of good results, 
both anatomic and functional, obtained in patients with de- 
formities including the equinus component (equinus, equino- 
valgus, and equinovarus) was much larger than that obtained 
in patients with deformities including the calcaneal component 
(caleaneocavus, caleaneovalgus, and calcaneovarus). The op- 
posite has been true in all previous investigations, and the 
divergence cannot be satisfactorily explained. Bony ankylosis 
was present in 34% of the feet operated on, but since it occurred 
with almost equal frequency in both the equinus and the 
calcaneal groups, it could not be considered the explanation. 

Most of the patients had their attacks of poliomyelitis before 
they were 7 years old, and most were operated on between the 
ages of 9 and 15. Astragalectomy should not be performed 
before a child reaches the age of 6, because before that time 
the ossification of the skeleton of the foot is so far from com- 
plete that the danger of recurrence is great. Exceptions to the 
general rule that stabilizing operations should not be attempted 
for at least three years after the onset of the disease were 
made in only nine cases, in most of which the feet were totally 
paralyzed and showed no signs of muscle restitution. The 
effect of a stabilizing operation on a foot deformed by polio- 
myelitis cannot be properly assessed until the patient reaches 
an adult age. In the present series all the patients were adults 
by the time of the follow-up, and 99 had been followed for 
more than 15 years. The highest percentage of good results 
was obtained m patients whose age at operation was 11 or 12 
years. The greater the muscle power in the thigh and leg, the 
better the chance of obtaining a good end-result; thus the good 
results in the group with the greatest muscle power outnum- 
bered the poor results in the same group 4 to 1. A slight short- 
ening of the leg followed the operation in about half the 
patients, but in many of the others the leg became longer, 
probably as a result of improved function. The ratio of good 
results to poor results was 2.5 to 1 when mobility was retained; 
1.95 to 1 when fibrous ankylosis was present; and 0.92 to 1 
when there was bony ankylosis. The risk of a poor end-result 
is very great unless complete retroposition of the foot is ob- 
tained at operation; thus a good functional result was obtained 
in 48 of 60 cases with complete retroposition, as compared 
with only 18 of 37 in which retroposition was mcomplete. Loose 
bodies were noted in 10 cases, but in none were they responsible 
for increased pain mm weight-bearing or walking. 

More than half the patients had no need for any form of 
orthopedic aid; when splints or other appliances were required, 
it was usually because of residual paralysis in the hip and knee 
joint. Most of the patients had to choose physically light work. 
Complete satisfaction with the result of the operation was ex- 
pressed by 55% of the patients; only 2% were dissatisfied, and 
the rest were either improved or had no decided opinions 
about the result. 
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NEUROLOGY & PSYCHIATRY 


Pseudoneurotic Syndrome in Patients with Brain Tumors. 
T. Riechert and R. Hemmer. Miinchen. med. Wehnschr, 98:543- 
547 (April 13) 1956 (In German) [Munich, Germany]. 


Of 584 patients with brain tumors who were operated on, 
33 had had neurasthenic exhaustion for prolonged periods vary- 
ing from three months to four and a half years before the 
operation. There was general fatigue, occasionally associated 
with loss of weight, depression, and emotional instability. ‘The 
patients became easily irritated and there was a tendency to fits 
of anger, forgetfulness, excitability, and insomnia. Libido and 
potency were decreased or absent. Psychic-experimental tests 
did not reveal any decrease in function. The emotional state 
of some of the patients was characterized by a change from 
depression to a general apathy. Among the psychic disturb- 
ances of these patients, the pseudoneurotic manifestations were 
of particular significance since they maskod the organic discase 
and were thus responsible for an unfavorable prognosis for the 
operation because of the advanced growth of the tumor. In 19 
of these patients an erroneous diagnosis of psychoneurosis was 
made in the absence of localized complaints or objective signs 
or symptoms of a brain tumor, and in the other 14 patients the 
diagnosis of the tumor was delayed becaus+ of preoccupation 
with the psychic symptoms. The recognition of the so-called 
pseudoneurasthenic initial stage of a brain tumor will con- 
tribute to its early diagnosis, and consideration of brain tumor 
as the possible cause of the patient’s psychic symptoms will 
prevent an erroneous diagnosis. 


Benign Intracranial Hypertension, P. Bradshaw. J. Neurol. 
Neurosurg. & Psychiat. 19:28-41 (Feb.) 1956 [London, Eng- 
land]. 


A common problem in neurological practice is that of the 
patient with papilledema who, on investigation, is found to 
have neither a brain tumor nor other space-occupying lesion, 
nor indeed any well-defined cause to explain it. These cases 
have hitherto been described as “benign serous meningitis,” 
“otitic hydrocephalus,” and “pseudotumor.” This paper is 
concerned with an analysis of 42 such cases. On the basis of 
associated pathological conditions, the patients fell into five 
clinical groups: (1) infections of the second branchial cleft 
and respiratory tract (26 cases); (2) extracranial venous 
thrombosis (4 cases); (3) obesity (6 cases); (4) post-trau- 
matic (2 cases); (5) undetermined (4 cases). As regards the 
infections of the second branchial cleft or respiratory tract, the 
author says that 21 patients had aural suppuration and these 
were classical examples of otitic hydrocephalus. It generally 
occurs in a child who has had a recent aural infection, de- 


velops a squint due to paralysis of one or both external rectus | 


muscles, and complains of headache. This leads to examination 
of the optic fundi and to the discovery of papilledema. The 
label “otitic hydrocephalus” for these cases is unsuitable, since 
in the present series, for instance, 21 of the 42 cases were in 
no way “otitic.” Moreover, hydrocephalus usually implies 
dilatation of the cerebral ventricles and this is not a feature. 
In the absence of a fuller understanding of the pathogenesis it 
is best to use the term “benign intracranial hypertension.” 

Headaches and other symptoms of increased intracranial] pres- 
sure were usually slight in proportion to the papilledema. 
Strabismus and diplopia were common and were always due 
to paralysis of one or both external rectus muscles. Visua! 
failure was rare, despite the persistence of papilledema for 
many months. Fits and focal signs were rare, and their oc- 
currence is thought to indicate thrombosis of cortical veins. 
The lumbar spinal fluid pressure, although usually elevated, 
was not as high as the degree of papilledema would lead one to 
expect. The spinal fluid was usually normal, although the 
protein content was frequently lower than normal. Confirma- 
tion of the diagnosis is essential, and this usually entails ven- 
triculography. In the acute stage the ventricles may be slightly 
smaller than normal, but later they may be slightly dilated. 
Treatment by repeated lumbar puncture was ineffective. In 
cases of impending visual failure, decompression operations 
may be called for. 
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Treatment of Nonhemorrhagic Acute Cerebral Vascular Acci- 
dents: Considerations on 260 Cases with Stellate Ganglion 
Block. P. W. Longo and J. Armbrust-Figueiredo. Rev. paulista 
med, 48:7-22 (Jan.) 1956 (In Portuguese) [Sao Paulo, Brazil]. 


Two hundred sixty patients with nonhemorrhagic acute 
cerebral vascular accidents were treated by stellate ganglion 
block. Of these, 199 had cerebral thrombosis, 19 had cerebral 
thrombosis complicated by heart failure or diabetes, and 42 had 
cerebral embolism. None of the patients had had a previous 
cerebral vascular accident. Stellate ganglion block was induced 
by injections of 10 cc. of a 1% procaine solution, which were 
given at intervals of 4 hours for the first day and of 12 hours 
tor the following days. A good functional result was obtained 
at the end of 10 treatments in 24 of 28 patients who had the 
treatment during the first 8 hours following the acute attack, in 
34 of 43 who had it within the first 9 to 16 hours, in 23 of 45 
who had it within 17 to 24 hours, in 29 of 74 who had it within 
25 to 48 hours, and in 18 of 70 who had it between the second 
and third day after the acute attack. Best results were obtained 
in patients with embolism. Patients with cerebral thrombosis 
with complications did not respond to the treatment. Electro- 
encephalograms were obtained from 36 patients immediately 
before the first treatment. They revealed in all patients slow 
waves of small amplitude. In 11 the electroencephalograms 
were repeated three or five hours after the first treatment. In 
9 of the Ll patients the slow waves had disappeard from the 
electroencey rr In 23 of 25 patients the electroence- 
phalograms were normal at the end of the treatment. The 
values of the cerebral circulation were determined in nine 
patients before and five hours after inducement of block. The 
cerebral circulation was increased in only one patient. Clinical 
improvement was observed in seven patients. The authors 
conclude that stellate ganglion block is the best treatment for 
cerebral thrombosis without complications and for cerebral 
embolism, with successful results in 50% of the patients. 


PEDIATRICS 


Active Immunization with Influenza Virus A and B in Infants 
and Children. M. M. Glazier, A. S. Benenson and R. E. Wheeler. 
Pediatrics 17:482-488 (April) 1956 [Springfield, 


The studies described were designed to determine the best 
methods of administering influenza virus vaccine in pediatric 
practice in order to obtain maximal antibody response with 
minimal untoward reaction. During the period from October, 
1946, to September, 1953, 614 patients from the private prac- 
tice of one of the authors, ranging in age from 4 months to 16 
years, were given influenza vaccine. There were 331 males 
and 283 females. The median age of this grown was 2.7 years. 
Systemic reactions occurred in 22.8% of the children following 
one or more injections and were severe in 9.2%. Reactions did 
occur more often and more severely in the very young when 
the same dosage of vaccine per kilogram of body weight was 
given. Moreover, at different ages systemic reactions were 
more frequent and more severe when larger doses of vaccine 
per kilogram of body weight were given. No differences in 
serologic response were found between children who had 
systemic reactions to the vaccine and those who had none. 

Serologic response was good even among those children who 
received the minimum amounts of vaccine per kilogram of body 
weight. The results suggest that primary vaccination is fairly 
effective with a single small injection of 0.1 ml. of vaccine, 
intradermally, or 0.2 ml. of vaccine, subcutaneously. An even 
higher and more rapid response in antibody titer is probable 
when 2 small (0.1 ml.) injections of vaccine are given a week 
apart. There is no higher rise in blood titer of antibody when 
the primary vaccination is accomplished by a larger dose 
(0.6 ml. or 0.7 ml.) following a smaller initial dose. A booster 
dose, whether in a small amount (0.1 ml.) or a larger amount 
(1.0 ml.), given three to seven months after the primary 
vaccination, resulted in a similar favorable rise in titer among 
the groups that had been given various amounts for primary 
vaccination. The elevated titer in vaccinated children persisted 
above the preimmunization levels for from 12 to 18 months. 


| 
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Metabolic Significance ot Nervous Symptoms Due to Attacks 
of Vomiting with Ketosis in Children. R. Debré, P. Royer and 
H. Lestradet. J. Pediat. 48:409-437 (April) 1956 [St. Louis]. 


The authors report their observations on 14 children in 
whom severe nervous disorders developed as a sequel to attacks 
of vomiting with ketonuria. In addition to clinical and roent- 
genologic studies, numerous chemical assays were made and 
electrocardiographic and elect hic examinations 
were Fr repeatedly performed. The metabolic studies showed that 
the changes in the osmotic, acid-base, and electrolyte balance 
may vary. In 11 of the patients there was alkalosis with hypo- 
chloremia and hypokalemia, in 2 acidosis with ketosis, and 
in one there was an extracellular hypotonia. Thus hypokalemic 
alkalosis may coexist with severe ketosis, and in patients with 
this combination it was the most common cause of the severe 
symptoms. Its clinical aspect is variable. When hypokalemia 
is moderate, tetany due to alkalosis with superficial breathing is 
common. When the potassium content of the blood is less than 
2.5 mEq. per liter, coma or lethargy, muscular hypotonia or 
flaccid paralysis, edema of the extremities, paralytic ileus, 
superficial respiration, and urine retention are noted 

Laboratory determinations proved that the pH and _ the 
sodium bicarbonate content were increased and that the chlo- 
ride and potassium contents of the blood were reduced. The 
electrocardiographic record showed changes related to hypoka- 
lemia. Clinical and biological recovery was achieved within 
several days with administration of potassium chloride in a 
dosage of 200 to 400 mg. per kilogram of body weight daily. 
The pathogenesis of hypokalemic alkalosis is complex. Con- 
tributing factors are digestive loss of chloride and potassium, 
adrenal cortical stimulation, fasting, and chiefly excessive ad- 
ministration of sodium bicarbonate and citrate in the treatment 
of the attacks of vomiting with ketosis. In France attacks of 
vomiting with ketonuria are usually treated with sodium citrate 
and bicarbonate, and the amounts of these alkaline salts given 
to the children are often excessive. 

The coexistence of ketosis and of a metabolic alkalosis raises 
interesting metabolic problems: potassium deficiency may favor 
the occurrence of ketosis through impairment of the carbo- 
hydrate metabolism; furthermore, ketosis modifies the urinary 
syndrome of hypokalemic alkalosis and is useful to a point 
because it balances a partial alkalosis by anions. The electro- 
encephalographic study of children with hypokalemic alkalosis 
and ketosis shows impressive diffuse and symmetric slow waves 
that disappear, with a short lag, when the metabolic disorders 
are controlled. These ele changes are 
likely to be directly related to alkalosis and impaired hydration 
of the brain cells. From the practical viewpoint, the relative 
frequency of hypokalemic alkalosis in the course of the nervous 
disorders secondary to vomiting with ketosis, in contrast to 
the uncommon occurrence of ketoacidosis, requires a cautious 
establishment of the therapeutic measures. The type of the res- 
piration is of greatest diagnostic value: superficial respiration 
in alkalosis, hyperpnea in acidosis with ketosis. Chemical de- 
termination and electrocardiographic and_ electroencephalo- 
graphic records are necessary to establish the type and degree 
of the electrolyte and acid-base imbalance and the manage- 
ment to be used: sodium bicarbonate in acidosis, potassium 
chloride in hypokalemic alkalosis. 


Treatment of Nephrosis with Prednisolone. G. C. Arneil. Lancet 
1:409-411 (April 14) 1956 [London, England] 


The treatment of nephrosis is still unsatisfactory, for, al- 
though the use of cation-exchange resins, induced malarial 
infection, and steroid hormones may at times provoke diuresis, 
these treatments fail to reduce albuminuria consistently. 
Prednisolone, a synthetic hormone with a cortisone-like action 
but little or no sodium-retaining property, seemed potentially 
useful, and so it was used in four edematous patients with 
nephrosis. The urine passed in every 24 hours was collected 
and the absolute loss of albumin calculated by the Esbach 
method. Total serum proteins were estimated and _ electro- 
phoretic fractionation was done. The blood cholesterol level 
and sedimentation rate were estimated. The patients received 
the normal hospital diet, but the sodium content was restricted 
to 2 gm. daily. No additional potassium was given. The 
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prednisolone was given by mouth. The starting dose of 60 mg. 
was given for 5 days to one of the patients and for 10 days 
to the other three. In three of the patients the dose was later 
reduced to 40 and then to 20 mg. daily, each of these doses 
usually being given for 10 days. The immediate results of 
prednisolone treatment were encouraging and _ significantly 
superior to those obtained with either corticotropin or cortisone. 
The drug led to reduction of albuminuria, diuresis, a rise of 
serum albumin and gamma-globulin levels, a return to normal 
of the blood cholesterol level and the sedimentation rate, and 
striking clinical improvement in all four patients. In three 
patients albuminuria disappeared and in the other one it was 
greatly reduced. All four patients remain free from edema 60 
to 180 days after diuresis. The author admits that in a chronic 
and unpredictable disease such as nephrosis observations on 
four patients treated for a comparatively short period cannot 
be regarded as conclusive. In the past too much attention has 
been paid to altering edema, the ascites, and the blood choles- 
terol and serum protein levels in nephrosis. It seemed likely 
that little progress would be made in treating nephrosis until 
some method of diminishing albuminuria could be found. 
Prednisolone seems to have this property. 


Report on a Previously Undescribed Hemorrhagic Diathesis in 
a Newborn Infant. H. E. Schultze, G. Schwick, F. Sachs and 
G. Thringer. Medizinische No. 15, pp. 578-581 (April 14) 1956 
(In German) [Stuttgart, Germany]. 


Uncontrollable hemorrhage from the umbilicus in a 2-day-old 
girl was first interpreted as hemorrhagic disease of the newborn. 
The bleeding was stopped by blood transfusions and adminis- 
tration of vitamin K, a proprietary preparation of pure rutin 
(Birutan), and ACC 76, a proprietary preparation of factor 
VIL (convertin), factor VI (accelerin), and factor IX (Christ- 
mas factor). Five days later hemorrhage from the umbilicus 
recurred. Coagulation time and prothrombin time were pro- 
longed; the number of thrombocytes was normal. Because of 
intestinal bleeding, which occurred despite administration of 
fresh blood and vitamin K, clotting tests were made. The 
results suggested a hemophilia B. Treatment with fresh blood 
and ACC 76 was continued. Despite intensive treatment a 
hematoma developed at the occiput and furunculosis occurred. 
Bronchopneumonia and pleural emphysema followed. Labora- 
tory studies with regard to coagulation physiology, carried out 
when the infant was 3 months old, revealed a prolonged one- 
phase coagulation time (according to Quick’s method) and nor- 
mal contents of prothrombin, factor V, and factor VII. Prothrom- 
bin consumption tests and determination of recalcification 
time according to Howell’s method revealed a disturbance of 
plasma thrombokinase formation that could not be attributed 
to a deficiency of factor VIII and factor IX. A physiological 
coagulation deficiency was not observed in the patient’s parents 
or her 3-year-old brother. In vitro, small amounts of ACC 76 
restored the coagulation to normal, but the patient continued 
to have cerebral hemorrhages despite continued administration 
of ACC 76 and transfusions of fresh blood, and at the age of 
5 months she died. Autopsy confirmed the results of the 
clinical studies. Death resulted from a large hemorrhagic focus 
in the right cerebral hemisphere and from a subdural hema- 
toma above the left cerebral hemisphere, associated with in- 
tracranial pressure phenomena. These hemorrhages were 
caused by disturbances of coagulation, but morphological proot 
of fibrin formation in the hemorrhagic material was missing. 
Macroscopic and microscopic examination of the liver and of 
the bone marrow did not provide any morphological explana- 
tion for the cause of the coagulation disturbance. 


Toxoplasmosis in Neurological Diseases: Investigations in Fifty 
Children. R. Reynoso, M. Latorre, F. Naquira and E. Thiermann. 
Rev. chilena pediat. 36:420-426 (Sept.-Oct.) 1955 (In Spanish ) 
[Santiago, Chile]. 


Investigations for the presence of toxoplasmosis were carried 
out in 50 infants and children with neurological diseases of 
unknown cause. All factors that might have injured the 
nervous system were previously ruled out. Complete clinical 
and laboratory examinations and tests for toxoplasmosis were 
carried out in all cases. Tests for toxoplasmosis included the 
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toxoplasmin intradermal test and the Sabin-Feldman and com- 
plement-fixation tests. The standard for positivity of the Sabin- 
Feldman test was fixed for titers of 1:64 or more. Nine of the 
patients were found to have positive reactions either to the 
Sabin-Feldman test or to the toxoplasmin test. A premature 
newborn infant who was hospitalized with convulsions, opisth- 
otonos, and hypertonia died a few hours after the second reading 
of the positive toxoplasmin test on the second day of hospitali- 
zation. Intraperitoneal inoculation in mice of nervous material 
obtained at autopsy gave positive results Ten children had 
either a weakly positive Sabin-Feldman reaction or a positive 
complement-fixation test. Serologic survey of five families gave 
positive results for toxoplasmosis in four of the five families. 
An epidemiological survey gave positive results in all the seven 
cases in which it was carried out. In all cases the sanitary 
conditions of houses was poor, and insects, rodents, and do- 
mestic animals were in near proximity to or within the houses. 
The authors suggest a possible role of toxoplasmosis in causing 
neurological diseases in children. 


UROLOGY 


Bacteria Associated with Trichomonas Vaginalis in Male Ure- 
thritis. L. G. Feo, T. R. Fetter, D. M. Peoples and H. E. Morton. 
J. Urol. 75:711-716 (April) 1956 [Baltimore]. 


Interest in Trichomonas vaginalis urethritis of the male is 
increasing, and since precise specification of other organisms 
present is important for the diagnosis of this condition in men, 
the authors studied the bacterial flora of the urcthral discharges 
in 34 men. In 25 men T. vaginalis was demonstrated in the 
strippings of the anterior urethra. In the other nine T. vaginalis 
was not found on repeated wet-smear examinations. In the 
former group the urologic diagnosis was nonspecific urethritis 
in 16 patients, and in 6 others the urethral discharges were 
accompanied by a more serious urologic condition. Three 
patients in whom the search for T. vaginalis yielded these 
flagellates and three in whom this search was negative were 
apparently asymptomatic. These were referred to the clinic 
because a urethral discharge was found in the course of a gen- 
eral physical examination, Micrococcus pyogenes var. albus, 
diphtheroids, alpha- and beta-hemolytic streptococci, Escherichia 
coli, pleuropneumonia-like organisms, Staphylococcus citreus, 
and Protous: specics were found associated with T. vaginalis in 
patients with nongonococcic urethritis. Similar species were 
isolated from patients with nonspecific urethritis who were 
negative for tho flagellate and from apparently asymptomatic 
men. Of the 34 patients studied, 23 had reccived one or more 
forms of therapy before the cultures were tak n. In the group 
with T. vaginalis, 10 patients were treated for periods of 3 to 17 
months with no abatement in their discharg.s and with the 
persistence of the flagellate. The mental attitude and hygienic 
training of the patient are important factors in determining the 
presence and severity of the symptoms. 


Studies on Male Infertility. 1. Maisel. J. M. Soc. New Jersey 
53:115-1L17 (March) 1956 [Trenton, N. J.] 


This review of the management of male infertility is based 
on a series of 216 patients. There was close cooperation be- 
tween the urologist and the gynecologist in that the wives 
were treated for any condition that might have been a factor 
in the sterility. The men were given a physical examination 
and the seminal fluid was studied according to the method 
recommended by Farris. A white blood cell pipette was used, 
and the fluid was diluted 1 to 20 with Ringer's solution. A 
Neubauer hemocytometer was used for counting 5 groups of 16 
small squares as in doing a red blood cell count and then 
adding 6 zeros to the total figure. The accepted normal figure 
was 50 million per cubic centimeter. The viscosity and _ tur- 
bidity were noted while the fluid was being drawn up. The 
volume was carefully measured. The motility was noted by 
studying a slide under high power with the percentage esti- 
mated by counting the living and dead sperms in one-quarter 
of the field. The motility was followed for 24 hours, The mor- 
phology was reported by counting 100 cells. Twelve of the 
216 men had normal sperm counts and were not treated. The 
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30 who had an azoospermia at the original examination were 
restudied after five days and the same condition was noted. 
Of this group, cight were subjected to testicular biopsies mainly 
for their prognostic value. The men with azoospermia all 
showed complete atrophy with no evidence of spermatogenesis. 
Testicular biopsies are regarded as helpful in screening out 
patients in whom no response can be expected to any available 
therapeutic procedures. Most of the men had oligospermia. 
Thirty of these refused treatment. To 41 men with oligo- 
spermia, standard doses of gonadotropins were given with 
almost 50% improvement, but no pregnancy resulted. Within 
this group there were three with hypothyroidism who were 
treated, and one pregnancy resulted. Twenty patients were 
given larger doses of gonadotropins (four times the amount). 
Four pregnancies resulted in this group and in 10 other men 
there was a 50% improvement in the sperm count. In 27 men 
with oligospermia, prostatitis was treated, and four pregnancies 
resulted. Irradiation was applied to the pituitary of 22 men; 
three pregnancies resulted in this group. Twelve men were 
treated with small doses of testosterone with no improvement. 
Ten were treated with large doses of testosterone with three 
men showing the “rebound,” but no pregnancies resulted. 
Twelve pregnancies in all resulted from the treatment of 135 
oligospermic males. The best results were obtained with large 
doses of gonadotropins. 


Hyperparathyroid Disease In Urology. S$. L. Raines and W. S. 
Bradley, South. M. J. 49:325-330 (April) 1956 [ Birmingham, 
Ala.]. 


Whereas earlier hyperparathyroidism was found mostly in 
patients being studied because of weakness, fatigue, lassitude, 
and multiple fractures, it is interesting that the nine instances 
of hyperparathyroidism reviewed here were found at the Vet- 
erans Administration Medical Teaching Group Hospital only 
because serum calcium-phosphorus ratio studies were routinely 
employed on patients having a calculus. None of the patients 
had osteitis fibrosa cystica and only one had even slight evi- 
dence of bony demineralization. They were found among 1,335 
patients with proved urinary calculi. This represents an inci- 
dence of 0.67% of hyperparathyroidism in patients with urinary 
calculi, and agrees substantially with the incidence of 1% quoted 
by others. 

While some observers believe that the incidence of hyper- 
parathyroidism is higher in nephrocalcinosis than in ureteral 
calculi, this small series would tend to discredit that supposition. 
Staghorn calculi, solitary renal calculi, nephrocale’uosis, and 
solitary small ureteral calculi were all found in this group of 
nine patients. A review of case reports in the literature indicates 
that no type of calcification is typical of hyperparathyroidism. 
Therefore, urologists must consider the possibility of hyper- 
parathyroidism in all patients with urinary calculi. The diagno- 
sis is establ.shed only by awareness of the presence of the 
disease, which can be proved by laboratory studies, namely, 
abnormal serum calcium-phosphorus ratios in patients with nor- 
mal total proteins and increased 24-hour urinary calcium excre- 
tion. Supplementary evidence may be obtained from x-ray 
studies of the hands, skull, long bones, and teeth. The last of 
the nine patients reported experienced recurring stone formation 
in spite of successful removal of a parathyroid adenoma be- 
cause of persistent chronic urinary infection (paracolon bacillus, 
resistant to all known antibiotics) and a traumatic urethral 
stricture. Thus, if obstruction is not relieved and intection not 
eradicated, the patient may continue to form stones. 


Prostatic Smear Diagnosis. }. D. Fergusson and E. C. Gibson, 
Brit. M. J. 1:822-825 ( April 14) 1956 (London, England]. 


Cytological examination of the prostatic smear was made in 
100 patients in whom malignancy was suspected. Prostatic mas- 
sage was performed stepwise, beginning as far forward as pos- 
sible on one side near the apex of the gland. Pressure was 
applied as firmly as the patient allowed, and the finger slowly 
slid toward the median groove. This movement was repeated 
several times at the same level on both sides of the gland; simi- 
lar massage was performed at successive levels, finishing at the 
base of the prostrate superiorly. This should ensure that the 
first part of the prostatic secretion to enter the urethra and 
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thence to appear at the external meatus will be derived from the 
apical region. This part of the prostatic secretion is most in- 
formative for diagnostic purposes, while that from the base is 
relatively unimportant and often mislevling because of contam- 
ination from the vesicles. Patients with acute urinary retention 
are not, as a general rule, suitable for prostatic massage, as it 
may increase their discomfort; moreover, the bladder spasm in- 
duced by the procedure may often cause small quantities of 
urine to escape into the urethra, thus diluting the secretion and 
reducing the concentration of representative cells. It is also use- 
less to attempt to obtain a worthwhile smear after decompres- 
sion with an indwelling catheter because the inevitable profu- 
sion of inflammatory cells obscures the cytological picture. In 
patients in whom tenderness of the prostate or rectal spasm may 
preclude satisfactory examination, it is advisable to repeat the 
attempt later with the aid of a small dose of morphine. 

The normal prostatic cells usually occur singly but may occur 
occasionally in small groups of two or three. They are oval or 
round in shape when isolated but often polygonal when in small 
groups. The cytoplasm stains lightly, but the cell borders are 
sharply defined; the nucleus is round or oval and centrally 
placed, occupying one-half to two-thirds of the cell. The nuclei 
show only slight variation in size, and the chromatin detail is 
fine, with no coarse patches or hyperchromasia. In cancer of 
the prostate, the characteristic smear contains numerous cells 
that are aggregated in groups or clumps rather than occurring 
singly. In these groups the nuclei tend to be overcrowded, over- 
lapping each other markedly, and the chromatin is patchy and 
hyperchromatic. The nuclei may vary greatly in size, being on 
the average larger than those of benign cells. There is little 
cytoplasm, and what is present gives an irregular and very in- 
distinct edge to the syncytial clump. The diagnosis is made 
mainly on the appearance of the groups rather than on the fea- 
tures presented by isolated and individual cells. Changes in the 
cell population and in malignant cells after estrogen therapy 
are also described. 

Results of cytological examination of smears were recorded 
and compared with the histological findings. Smear diagnosis 
was correct in 95.7% of cases, as compared with histological 
diagnosis. Cytological examination of the prostatic smear offers 
a reliable method of estimating the condition of the prostate 
with regard to malignancy, giving results comparable to those 
of biopsy without the attendant risks. The occasional lack of 
correspondence between the two methods may be due to the 
frequent coexistence of “adenomatous” hyperplasia with cancer. 


Rationale of Treating Benign Prostatic Hypertrophy with Com- 
binations of Testosterone and Estrogen. S. J. Glass. J. Am. 
Geriatrics Soc. 4:358-364 (April) 1956 [Baltimore]. 


The rationale of combined testosterone-estrogen therapy 1s 
based on the following considerations. Since benign prostatic 
hypertrophy usually becomes manifest after testicular function 
begins to regress, it is assumed that sex-hormone imbalance or 
deficiency contributes a specific stimulus to the disease; and 
since the testes secrete both testosterone and estrogen it is likely 
that both hormones are necessary for balance. Estrogen may 
also check an unduly sensitive prostate that is over-responsive 
to testosterone. Twenty-three men with benign hypertrophy of 
the prostate were subjected to therapeutic trials with orally 
administered combined estrogen-testosterone in small doses, pre- 
ceded by trials of each hormone separately, Combined testos- 
terone-estrogen tablets were taken twice daily until marked 
symptomatic relief was obtained. Then one tablet was given 
daily for maintenance. This was carried out in sequences of five 
weeks, followed by hormone-free intervals of one week, to mini- 
mize cumulative effects. Marked symptomatic relief was ob- 
tained by 20 of the 23 patients after daily doses of the combined 
medicaments in the proportion of 5 or 10 mg. of testosterone to 
0.25 mg. of estrogen for variable periods averaging about 12 
months. No serious complications were observed in these 20 
men when the ratio of the two hormones was maintained in this 
range. The administration of estrogen alone in doses of 0.5 to 
0.75 mg. daily for six to eight weeks produced in some men 
mastalgia, gynecomastia, and impotence. One man experienced 
increasing obstruction after only 60 mg. of estrogen had been 
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given in three months and required transurethral resection. 
Irregular and then poor responses followed the combined hor- 
mone therapy in two men who required transurethral resection 
for permanent relief. The favorable results obtained in this 
pilot study suggest that conservative therapy with combined 
testosterone-estrogen can afford satisfactory symptomatic relief 
to many men with benign hypertrophy of the prostate, especial- 
ly when surgery is contraindicated. 


OPHTHALMOLOGY 


Progressive Exophthalmos Treated by Orbital Decompression. 
G. F. Rowbotham and P. R. R. Clarke. Lancet 1:403-409 ( April 
14) 1956 [London, England]. 


Thirty patients with progressive exophthalmos were treated 
with a new type of orbital decompression. In 15 the disorder 
was unassociated with disease elsewhere in the body, and the 
other 15 patients had been treated for thyrotoxicosis. All pa- 
tients complained of pain in the orbit. Ophthalmoplegia was 
present in all, but in six it was severe and was associated with 
diplopia. Corneal ulceration necessitated bilateral tarsorrhaphy 
in two patients and unilateral tarsorrhaphy in three. The new 
operation involves making an opening into the orbit through 
the orbital plates of the sphenoid and zygomatic bones, thus 
exposing the layer of periorbital fascia. The bony opening is 
then enlarged with nibbling torceps, so that the roof and lateral 
walls of the orbit are removed. In mild cases no more bone is 
taken away; but if the exophthalmos is severe the outer bony 
margin of the orbit is removed. The periorbital fascia is then 
freely incised, allowing the orbital contents to bulge out; and, 
after complete hemostasis, the temporalis muscle, galea, and 
skin are closed in layers. In every patient treated in this way 
the exophthalmos receded and has not recurred; no eyes have 
been lost. There was complete relief of pain in every patient. 
All commented on this and considered the operation worthwhile 
on this ground alone. In none of the patients did the ophthal- 
moplegia progress after operation; in the six patients in whom 
it was severe and associated with diplopia there was some im- 
provement after operation, but demonstrable ophthalmoplegia 
persisted. The general consensus seems to be that a hormone 
of the anterior pituitary is responsible for the development of 
progressive exophthalmos. It is hoped that the discovery of 
some reliable method of endocrine control will not be long de- 
layed; but at present it seems that the only treatment that can 
be relied on to give consistently good results is adequate sur- 
gical decompression. 


Dicoumarin in the Thromboembolic Syndrome of the Retinal 
Vessels. M. L. Krasnov, E. I. Krichevskaya, S. 1. Shakhnovitch 
and others. Vyestnik ophtal. 69:3-8 (Jan.-Feb.) 1956 (In Rus- 
sian [Moscow, U.S.S.R.]. 


Fifty patients with thromboembolism of the retinal vessels 
were divided into two groups: 15 received general vasodilating 
and resorptive therapy and 35 received this plus Dicoumarin. 
The authors stress the importance of determining not only the 
prothrombin index of each patient but also those of thrombin 
and fibrin, though these are more variable. The thromboem- 
bolic syndrome is definitely associated with an elevated pro- 
thrombin index, as was reflected in the fact that 47 of these 
patients had an elevated index. Advancing age did not seem to 
be a factor in the elevated index, since of 21 control patients 
with cataract of old age, 15 were found to have a normal index. 
Dicoumarin lowers the prothrombin index and the amount of 
fibrin in the blood. The authors administered 200-300 mg. the 
first day, then 100-150 mg. each day following according to the 
prothrombin index, which they tried to keep within the 50% 
limit. 

The results of the treatment were such that the following con- 
clusions could be made: Anticoagulants should be included 
among methods of treating thromboembolism of the retinal 
vessels. In thrombosis of either arteries or veins, Dicoumarin 
allows of decreasing the total number of unfavorable outcomes. 

Therapy with Dicoumarin can be recommended in spasm or 
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hypertonic changes of the retinal vessels because it is vasodilat- 
ing and prophylactic against thrombosis. It should be used 
early in the course of the disease, and therapy should be strictly 
individualized. Careful checking on the basis of the hematolog- 
ical findings is indispensable during treatment. 


INDUSTRIAL MEDICINE 


The Insecticides, Their Hazard in Industry and in the Home; 
Part I. Chemistry and Pharmacology. 1. ]. Haley. California 
Med, 84:258-264 (April) 1956 [San Francisco]. 


Chlorinated hydrocarbons and organic phosphates have come 
into wide usage as insecticides. Chemical, pharmacological. and 
toxicological studies in a large number of wild and domesticated 
animals revealed that the chlorinated insecticides present prob- 
lems if there is either acute or chronic exposure, whereas the 
problems associated with the organic phosphates develop onls 
in event of acute exposure. Chlorinated hydrocarbons accumu- 
late in body fat depots and cause hepatic and renal damage 
while being metabolized and excreted. Organic phosphates de- 
stroy cholinesterase and produce effects related to overstimula- 
tion of the cholinergic branch of the autonomic nervous system. 
Barbiturates control the convulsions produced by the chlorinated 
hydrocarbons. Atropine blocks most of the effects of the organic 
phosphates. These compounds may be grouped in the follow- 
ing order of decreasing toxicity: tetraethyl pyrophosphate, 
hexaethyl tetraphosphate, parathion, octamethy! _ pyrophos- 
phoramide, ethyl p-nitrophenyl th p , al- 
drin, dieldrin, chlorophenothane, see gamma benzene 
hexachloride. malathon, and chlordane. 


The Insecticides, Their Hazard in Industry and in the Home: 
Part Il. Clinical Aspect. R. T. Johnstone. California Med. 
8$4:265-268 (April) 1956 [San Francisco]. 


The chlorinated hydocarbons are the most widely used of all 
the insecticides. They are not only toxic to insects but also to 
man. If the exposure is mild, a feeling of fulness of the head 
and dizziness or drowsiness are to be expected. An increased 
exposure results in headache and lethargy or even stupor and 
coma. In the stage of coma, choreic or athetotic movements or 
convulsive seizures may appear. The effect of the insecticides 
thus consists of narcosis and, in addition, of hyperexcitability of 
the central nervous system. Ingestion of these insecticides pro- 
duces these conditions also, but the onset is often more rapid 
and the gastrointestinal symptoms more violent. Diagnosis rests 
on an adequate history. Functional studies of the liver and kid- 
neys must be carried out. Treatment varies with the route ol 
absorption and degree of intoxication. If the insecticide was 
ingested, gastric lavage is indicated as early as possible, followed 
by purging with magnesium sulfate. In the early stages and if 
the history indicates that exposure has been mild, oral adminis- 
tration of barbiturates is indicated. If the signs indicate an im- 
pending convulsive state, intravenous administration of large 
doses of barbiturates is the treatment of choice. 

The symptoms of poisoning caused by organic phosphates. 
the other important group of insecticides, are headache and 
dizziness followed by abdominal cramps, diarrhea, and some- 
times involuntary defecation and urination. Constriction of the 
throat and chest becomes severe and alarming. The patient per- 
spires profusely, cannot focus his vision, and if he attempts to 
walk he may stagger or fall. Coma may set in with convulsions 
and Cheyne-Stokes respiration. The physical signs are primari- 
ly those of autonomic nervous system stimulation caused by 
cholinesterase inhibition. The blood pressure decreases in the 
early stages of intoxication and later becomes elevated. Perspira- 
tion, lacrimation, and salivation are present. One of the most 
characteristic signs consists of pinpoint nonreactive pupils. 
Miosis has been the cause of a number of airplane crashes in 
California among pilots engaged in spraying insecticides. If 
even the milder of the foregoing signs and symptoms appear in 
a person known to have been spraying with the insecticide 
within the previous 12 hours, a presumptive diagnosis of insec- 
ticide poisoning is justified. The early use of atropine is specific. 
Repeated doses of 2 to 4 mg. of atropine intravenously at 5 to 
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10 minute intervals are necessary until obvious improvement 
occurs. Then mild atropinization should be maintained for 40 
to 60 hours. Agricultural users of organic phosphates should 
wear protective clothing. Shower baths should be taken at the 
end of the day’s work. Meticulous personal hygiene for all 
workers is essential. The organic phosphates should not be used 
at all in homes or in home gardens, but with regard to all other 
insecticides, the medical profession has an obligation to edu- 
cate the nonindustrial community. Fewer than LO@ of cases of 
insecticide poisoning observed by the author were of industrial 
origin. It would be advisable for county medical societies to 
distribute literature on the subject for physicians to keep in their 
reception rooms or mail to patients. Educational literature 
should be supplied to school children to take home. Another 
suggestion is a more complete, intelligent labeling system on the 
bottled or packaged goods, exactly and simply defining the man- 
ner in which the insecticides can be safely used and under what 
conditions. 


Mass Trichlorethylene Intoxication Masked as Isoamyl Alcohol 
Intoxication. R. Straus, A. Wilkinson, M. Wurm and B. D. Har- 
rold. Indust. Med. 25:151-154 (April) 1956 [Chicago]. 


A serious accident in a manutacturing plant resulted in the 
poisoning of 112 persons. The initially suspected isoamyl alco- 
hol was excluded as the toxic agent. Demonstration ot brady- 
cardia and the markedly lowered serum cholinesterase values 
excluded the possibility of mass hysteria and pointed to the pres- 
ence of some organic toxic agent. The poisoning most probably 
was the result of trichlorethylene inhalation. This was confirmed 
by animal toxicity experiments. Fire Department personnel 
tound that plant alteration intended as an improvement actually 
operated as a health hazard. It was noted that the vent stack of 
the trichlorethylene tank exhausted within three or four feet of 
the intake of a recently installed evaporative air conditioning 
system. Thus the intoxication was the result of the reintroduc- 
tion into the working area of the vented vapors from the tri- 
chlorethylene tank. The weather conditions on the day of the 
accident were peculiarly favorable for it. 


Evaluation of the Cardiac Worker. D. R. Sparkman and J. L. 
Wilson, Northwest Med. 55:406-409 (April) 1956 [Seattle]. 


In January, 1954, a work evaluation clinic for patients with 
heart disease was established in Seattle by the Washington State 
Heart Association. In clinics of this type, a team conference is 
held in which the internist, psychiatrist, medical social worker, 
and vocational counselor report their findings. A decision is 
reached as to job capabilities, and recommendations are made 
to the referring physician. When approved by the referring 
physician, a copy of the recommendations is also sent to the 
potential employer. By August, 1955, 147 patients had been re- 
ferred to the cardiac work evaluation clinic by 60 different 
Washington physicians. Data obtained were as follows: 84% 
of the patients were over 40 vears of age and 34% were over 
50, 5% had no heart disease. Of those who had heart disease 17% 
were placed in class 1 according to the functional classification 
of the New York Heart Association, 56% were in class 2, and 
27% in class 3. Class 3 patients are generally regarded as able 
to perform only sedentary work, if they are able to work at all. 
Of the 147 patients examined, 124 (86%) were thought to be 
employable. As of August, 1955, 64 patients had been seen in 
follow-up. Fitty-nine had been told they could return to work, 
and 41 (70%) had done so. Twenty-three (30%) had not done 
so for a variety of reasons. Forty-six per cent of the 147 patients 
examined had emotional problems, which often presented 
greater difficulty in their rehabilitation than did their heart 
disease. 

The practicing physician can and does deal satisfactorily with 
the majority of employment problems of his cardiac patients. 
Patients referred to the cardiac work evaluation clinic usually pre- 
sented problems relating to their employability that were not 
readily solved, and 56% had been out of work six months or 
more. Although the clinic has been in operation for only two 
years, experience gained indicates that the great majority of 
cardiac patients can perform useful work if properly placed. So 
far, there is no evidence that any patient so placed has harmed 
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himself by working. On the contrary, there is considerable 
evidence that the patient’s return to work has had a beneficial 
effect upon his morale, not to mention the economic benefit to 
himself, to industry, and to the community. 


THERAPEUTICS 


Phenmetrazine in the Management of Obesity. E. P. Gelvin, 
T. H. MeGavack and S. Kenigsberg. Am. J. Digest. Dis. 1:155- 
159 ( April) 1956 [New York]. 


Forty-five obese patients were given tablets of phenmetrazine 
(2-phenyl-3-methyltetrahydro-1, 4-oxazine), a new chemical 
compound with a sympathicomimetic action, labeled compound 
A, and a placebo, labeled compound B, using the double-blind 
procedure. The same patients were observed for about six weeks 
while taking each preparation, thus allowing each one to serve 
as her own control. All patients received the same diet, which 
was kept constant during the entire period of observation, Each 
person was given either compound A or B with instructions to 
take one tablet three times daily, 20 minutes before each meal. 
Patients were alternated as to which medicament was prescribed 
initially. Return visits at which the patient’s weight, blood pres- 
sure, and pulse rate were recorded were made eviry second 
week. The average weekly rate of loss of weight for all patients 
while taking compound A was 0.9 and while taking compound 
B 0.3 lb. The blood pressure and pulse rate, recorded at each 
visit for the entire group, the basal metabolic rate, hemoglobin 
level, leukocyte count, and urinalysis, while the patients werc 
taking each of the medicaments, did not reveal significant differ- 
ences that could be attributed to either of the compounds. 
Slightly more side-effects were reported while taking the active 
drug than when the placebo was taken. The side-effects were 
referable to the central nervous system (faintness, dizziness, 
and headache ) and the gastrointestinal system (gas, indigestion, 
and nausea). No patient complained of insomnia. No signifi- 
cant differences in the incidence of gastrointestinal complaints 
were observed between those taking compounds A and B, and 
the incidence of symptoms referable to the central nervous sys- 
tem was only slightly greater while the patients were taking 
compound A. This would indicate that side-effects directly at- 
tributable to phenmetrazine are not very frequent, and in none 
of the patients did they necessitate withdrawal of the drug. 


ANESTHESIA 


Control of Postoperative Nausea and Vomiting with Meclizine. 
J. J. Kinney. J. M. Soc. New Jersey 53:128-132 (March) 1956 
{Trenton, N. J.]. 


Studies were undertaken to determine the value of a new 
antihistamine, meclizine hydrochloride (Bonamine), in con- 
trolling postoperative nausea and vomiting. The drug has al- 
ready been shown to be an effective anti-motion-sickness agent. 
Observations are reported on 144 of 149 surgical patients who 
were treated with this drug. They underwent a variety of 
surgical operations. They were divided into two groups of 
roughly equal size, one group of 76 receiving meclizine through- 
out the study, the other group of 68 receiving a placebo prepar- 
ation of identical appearance. Although occasionally varied, the 
standard preoperative dose was 50 mg. of meclizine the evening 
before the operation, followed by 25 mg. about two hours 
before the operation. All patients received 75 mg. of the drug 
daily for three days after the operation, administered in three 
daily doses. The control patients received placebo tablets ac- 
cording to the same regimen. The general incidence of postopera- 
tive nausea and vomiting in the control cases was 46%, while in 
patients given meclizine the incidence was 24%, The incidence 
of nausea and vomiting in the controls varied directly with the 
length of operation and was highest following operations in- 
volving visceral cavities. The incidence in patients given mecli- 
zine showed no such marked variation. No conclusions could be 
drawn concerning the influence of various anesthetic agents on 
postoperative nausea and vomiting. Meclizine is a suppressor of 
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postoperative nausea and vomiting and has a potential use in 
contributing to the comfort and clinical well-being of patients 
recovering from operations requiring general anesthesia. 


Hypothermia for Neurological Operations. M. M. Burrows, J. W. 
Dundee, I. L. Francis and others. Anzsthesia 11:4-18 (Jan.) 
1956 [London, England]. 


Observations were made on 50 patients who underwent neu- 
rosurgical operations with the combined use of hypothermia and 
hypotension. Hypothermia was induced by surface cooling with 
Dundee’s method except that the patients were anesthetized 
before cooling was begun. Light general anesthesia, chlorprom- 
azine, and an analgesic were combined to produce peripheral 
vasodilatation and prevent shivering. For premedication all 
adults received 50 mg. of chlorpromazine by deep intramuscular 
injection 60 to 90 minutes before the induction of anesthesia. 
Children were given a proportionally reduced dose. This was 
normally combined with a similar dose of pethidine, but the 
latter was omitted in lower levels of consciousness such as may 
occur with recent intracranial hemorrhage. With the effects ot 
the premedication little thiopental was required to induce anes- 
thesia. After intubation, a light plane of anesthesia was main- 
tained with nitrous oxide—oxygen, supplemented with intermit- 
tent doses of thiopental, pethidine, trichlorethylene, or ether 
when required. A slow intravenous infusion of a 5% dextrose 
solution was used as a vehicle for the administration of chlor- 
promazine and the supplementation of anesthesia. Cooling was 
effected by the application of 12 or more rubber icebags over 
the bedy, particularly over the large blood vessels, and ice was 
placed under the patient. The icebags were moved at regular 
intervals. The indications for the administration of chlorproma- 
zine during cooling are peripheral vasoconstriction as evidenced 
by the color of the skin or a sharp fall in skin temperature, slow 
cooling, and shivering. Blood pressure, pulse rate, and respira- 
tory rate were charted at 10-minute intervals. The rectal tem- 
perature was recorded during the cooling and the operation. 

When sufficient hypotension was not obtained by cooling and 
positioning or when a more profound degree was required, as 


during operations on vascular lesions, arfonad in 0.1% solution 


was used. The systolic blood pressure was reduced to about 75 
mm. Hg for the removal of vascular tumors and to about 45 mm. 
Hg during the dissection of aneurysms and arteriovenous anom- 
alies. After the removal of the icebags, the fall of the tempera- 
ture may continue for as long as three hours. At first, this 
seemed to be a major hazard of the technique, but experience 
showed that, within limits, one could predict the degree of 
“after-drop.” Thin patients cooled rapidly and there was very 
little after-drop; in obese and muscular persons the fall in 
temperature was slower and the after-drop more pronounced. 
In very young children the temperature dropped rapidly and 
continued to fall rapidly after removal of the icebags. Some 
method for rapidly reheating young children should be available. 
As regards complications, extrasystoles were observed only in 
the older age group, and these irregularities disappeared when 
the temperature rose to that level at which they first made their 
appearance. They were not abolished with hyperventilation 
with an oxygen-rich mixture, An unrecordable blood pressure 
and apnea occurred for a period in an infant when the tempera- 
ture inadvertently fell to 24 C (75 F) but returned rapidly as 
the temperature was raised. In another patient the blood pres- 
sure became unrecordable when the patient was lifted from 
the litter onto the operating table with a temperature of 29 C 
(84.2 F). It returned to a satisfactory level after the transfusion 
of a pint of blood. Five deaths occurred, in which hypothermia 
may have played a part. To avoid the danger of ventricular 
fibrillation the authors avoid deep hypothermia (26 to 28 C 
{78.8 to 82.4 F]) and aim at attaining a rectal temperature of 
about 30 C (86 F) during operation. It is not necessary to 
exceed this degree of hypothermia for neurosurgery. The au- 
thors emphasize that their present method of inducing hypo- 
thermia offers advantages over the original method, which used 
the so-called lytic cocktail. Cooling is more rapid and more 
controllable. Fuller advantage is taken of nontoxic nitrous oxide, 
in preference to intravenous agents whose detoxication is im- 
paired by hypothermic states. This accounts for the more rapid 
recovery of consciousness at the end of operation. 
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BOOK REVIEWS 


The Neuroses in Clinical Practice. By Henry P. Laughlin, M.D., Assistant 
Clinical Professor of Psychiatry, George Washington University School of 
Medicine, Washington, D.C, Cloth. $12.50. Pp. 802. W. B. Saunders 
Company, 218 W. Washington Sq., Philadelphia 5; 7 Grape St., Shaftes- 
bury Ave., London W.C.2, England, 1956. 


Although many books on psychiatry have been published 
recently, few are of value to the medical student or psychiatric 
resident. This book, however, is a clear and uncluttered pres- 
entation of the dynamic and phenomenological aspects of the 
neuroses. The author has used suggestions, aid, and editorial 
assistance from many notable psychiatrists. Although there are 
numerous references to psychotic reactions, the emphasis is on 
the neuroses. This is a welcome difference from the classic text- 
book. In his delineation of psychoanalytically based formula- 
tions, the author begins with an excellent chapter on anxiety, 
considering it the prime motivating force in the formation of the 
neuroses and the pivotal point in adjustment. Ego mechanisms 
of defense are instituted in response to anxiety not only with re- 
sulting psychopathology but also with resulting characterological 
patterns of behavior. From this point he continues with the 
anxiety reactions, presenting their historical, descriptive, dy- 
namic, diagnostic, and therapeutic aspects. He then logically in- 
spects the phobic and conversion reactions, dissociative re- 
actions, depression, hypochondriasis, fatigue states, obsessive- 
compulsive syndrome, and the post-traumatic neurosis. There is 
an excellent chapter on the illusory gains of emctional illness. An 
impressive number of pertinent and concise clinical examples 
from military and private practice, as well as numerous tables, 
further clarify the text. The chapter on phobic reactions surveys 
an aspect of this neurosis to which little attention is usually 
given. “Soteria,” a term coined by the author, “is the converse 
of a phobia . . . the external object becomes a neurotic object 
source of comfort and security.” This frequent process is pre- 
sented in the usual excellent and systematic manner of the rest 
of the book. The consideration of such contemporary problems 
as brain washing contributes much to the excellent chapter on 
post-traumatic neuroses. 

The typography is attractive, and the number of subtitles 
generous. There is an extensive bibliography and a fine glossary. 
In spite of the valuable discussions on the fatigue reactions and 
overconcern with health, there might possibly have been a 
greater emphasis on psychosomatic problems, with full ex- 
amination of such specific entities as asthma and peptic ulcer. 
This book should be valuable in preparation for the psychiatric 
board certification and should be of practical value for psy- 
chiatric residents and medical students. Physicians in other 
branches of medicine, who might desire to acquaint themselves 
further with the various aspects of the neuroses, can safely turn 
to this book. 


Psychopathology ot Children with Organic Brain Disorders. By Lauretta 
Bender, B.S., M.A., M.D., Professor of Clinical Psychiatry, New York Uni- 
versity College of Medicine, New York City. Cloth. $5.50, Pp. 151, with 
23 illustrations. Charles C Thomas, Publisher, 301-327 E. Lawrence Ave., 
Springfield, [l.; Blackwell Scientific Publications, Ltd., 24-25 Broad St., 
Oxford, England; Ryerson Press, 299 Queen St., W., Toronto, 2B, Canada, 
1956. 


This monograph is the tourth in the Bellevue Studies of Child 
Psychiatry. The influence of Dr. Paul Schilder is dominant 
throughout; other contributors include A. A. Fabian, A. A. 
Silver, and H. Caplan. Several chapters of the monograph have 
been published previously in psychiatric journals. This material 
in the monograph is not, however, a simple reprint of published 
articles but is enriched by the addition of follow-up reperts and 
supplementary cases. The first chapter considers motor develop- 
ment and the emotional problems closely connected with normal 
motor development. The authors state that lesions of specialized 
apparatus in the brain that are concerned with specific phases 
of motility lead to specific psychological attitudes that are re- 


These book reviews have been prepared by competent authorities but 
do not represent the opi s of any medical or other organization unless 
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lated to characteristic psychological problems. The second and 
third chapters consider the specific psychological disturbances 
that accompany damage to the cerebellum and other portions 
of the brain. The fourth chapter deals with the personality 
problems of the child with a head injury. The follow-up study 
indicated that the prognosis in these patients does not depend 
mainly on the degree of brain damage but is influenced greatly 
by the pretraumatic personality, the family psychopathology, 
educational problems, and finally social situations. The fifth 
chapter considers the body-image problems of the child with 
brain damage, and the final chapter discusses the management 
of the psychological problems of children who are organically 
handicapped or who have brain damage and present behavior 
disorders sufficiently severe to be sent to a psychiatric hospital. 
This monograph is not a diagnostic handbook, but it does con- 
tain data used by the psychiatric clinician in the neurological 
and psychological evaluation of the child with organic damage. 
There is a liberal sprinkling of case histories to illustrate the 
authors’ ideas with regard to psychological mechanisms, prog- 
nosis, and therapy. The format of the book is excellent. The 
quality of the paper and the clarity of the type make for easy 
reading. Most of the illustrations are drawings by the patients, 
showing the disturbances of body image present in their cases. 
There is an adequate bibliography and index. The monograph 
should be of particular value to neurologists, psychiatrists, and 
psychologists who have the responsibility for the care of chil- 

en who have suffered brain damage before birth or in early 
life. The pediatrician and general practitioner may also use the 
volume with profit but may be overwhelmed by the psycho- 
logical terminology. 


The Cost of the National Health Service in England and Wales. By 
Brian Abel-Smith and Richard M. Titmuss. The National Institute of Eco- 
nomic and Social Research occasional papers XVIII. Cloth. $5.50. Pp. 176, 
with 7 illustrations. Cambridge University Press, ntley House, 200 
Euston Rd., London, N.W.1, England; [American branch, 32 E. 57th St., 
New York 22], 1956. 


This detailed analysis emphasizing trends in the cost of 
Britain’s National Health Service since its inception in 1948 was 
originally presented as a technical memorandum to the Guilla- 
baud committee, appointed by the Minister of Health to review 
past and future costs of the health service and to make appro- 
priate recommendations. As a basis for its report (which has 
since been issued) the Guillabaud committee requested the Na- 
tional Institute of Economic and Social Research to prepare a 
cost analysis. The authors do not attempt to discuss the broader 
social and economic issues involved in the National Health 
Service, but rather they restrict themselves to a study of the 
cost of the various components of the health service in England 
and Wales (excluding Scotland) between July, 1948, and 
March, 1954. No comparison is made with the cost of medical 
care before the health service was inaugurated. The chief 
sources from which the data were derived were the official gov- 
ernment accounts, adjusted and elaborated. The authors point 
frequently to the defects and inconsistencies in these accounts 
and are critical of their use as inadequate and unreliable meas- 
ures on which to base policy decisions. 

Much of the book is technical, but the chapters dealing with 
the hospital service are of more general interest. Illustrating the 
text are 114 tables and charts. Several chapters are devoted to 
explaining methods and definitions used. The authors examine 
the relationship of cost of the health service to national income, 
national production, price changes, increased resources, and 
population changes. Both actual costs and costs in terms of 
1949-1950 prices are analyzed. The results reveal that, while 
government expenditures have increased by about 42 million 
dollars each year, the application of these other measures does 
not, in the authors’ opinion, support the contention that the 
“costs are uncontrollable.” The authors point to decreased 
capital expenditure since nationalization and recommend more 
capital expenditure as economically sound to effect substantial 
savings on current costs. For example, they found that capital 
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outlay on hospitals in 1952-1953 was only one-third the rate in 
1938-1939. Because knowledge of the age and sex distribution 
of patients is necessary to the study of hospital costs, this was 
examined on the basis of the 1951 hospital census. Of particular 
interest to those who favor government-controlled health serv- 
ices is the finding that the upper and middle classes seem to be 
taking full advantage of the services provided, while the lower 
classes evidently do not use or demand the amount of medical 
care that was anticipated. 

One of the purposes of the study was to estimate the effect 
of an aging population on future costs. It is estimated that by 
1971-1972 costs will increase by 3.5% due to the aging popula- 
tion and another 4.5% due to the estimated rise in total popula- 
tion. The authors emphasis, however, that other factors are more 
important in such a prediction—along with social status, the 
marital status of the population is significant, for it was found 
that most hospital patients were single, widowed, or divorced. 
This study clearly illustrates the difficulties attendant to ac- 
curate calculation of the cost of a national health service. As the 
authors comment, “Health is not an element in national ex- 
penditure which lends itself easily to statistical treatment.” The 
principal defect of the book is its limited approach to cost. To 
some extent it measures changes in quantity but ignores entirely 
the matter of quality of the health services. Only briefly are 
problems of demand for these services considered. The use of a 
constant monetary unit is desirable for measuring costs over a 
period of time, but the significance is lost if the product being 
measured is not of standard quality; it is this point that remains 


to be answered. 


Clinical Management ot Renal Failure. By Maurice B. Strauss, M.D., 
Professor of Clinical Medicine, Boston University School of Medicine, and 
Lawrence G. Raisz, M.D., Instructor in Medicine, Boston University School 
of Medicine, Boston. Publication number 284, American Lecture Series, 
monograph in American Lectures in Urology. Edited by Reed M. Nesbit, 
M.D., F.A.C.S., Professor of Surgery, University of Michigan Medical 
School, Ann Arbor, Cloth. $2.75. Pp. 114. Charles C Thomas, Pubiisher, 
301-327 E. Lawrence Ave., Springfield, IIL; Blackwell Scientific Publi- 
cations, Ltd.. 24-25 Broad St., Oxford, England; Ryerson Press, 299 
Queen St., W., Toronto 2B, Canada, 1956. 


This short monograph is divided into two sections, one deal- 
ing with the causes, physiology, and treatment of acute renal 
failure, the other and shorter one dealing with chronic renal 
failure. In the discussion on the cause of both types, emphasis 
is placed on the prevention and the distinguishing of causes, 
such as obstruction, that are amenable to a direct approach. 
Therapy is discussed as physiological or conservative, and the 
various artificial means of treatment are covered. Physiology is 
presented in fairly simple practical terms, and there is no attempt 
to satisfy the biochemist or the basic physiologist. The authors 
have drawn on their own experience and the important recent 
literature, which has been well, though not exhaustively, cov- 
ered. They are conservative in their approach, and the warning 
against drastic measures to correct abnormal laboratory results 
without consideration of the clinical findings is particularly 
commendable, This book should serve well the student and the 
practicing physician who desire basic information on_ this 
important subject. 


The Truth About Cancer. By Charles $5. Cameron, M.D., Medical and 
Scientific Director, American Cancer Society, New York. Cloth. $4.95. Pp. 
268, with 16 illustrations. Prentice-Hall, Inc., Englewood Cliffs, N. J.; 
{70 Fifth Ave., New York 11], 1956. 


There is an ancient maxim that what the mind does not know, 
the heart does not grieve about. This is often coupled with the 
saying that a little knowledge is a dangerous thing. The public, 
unfortunately, is highly mindful of popular information con- 
cerning disease, if not positively morbid on the subject. Every 
subway train and commuter bus carries a fair proportion of 
moderately expert consultants on every form of human ailment. 
The work under review should certainly, if thoroughly read and 
digested, decrease the amount of ignorance on the part of many 
of these well-meaning consultants, but it may also increase the 
amount of apprehension of all citizens over the age of 45. Man 
is mortal. If cancer were eliminated tomorrow as a cause of 
death, man would still have to die of such other causes as 
cerebral softening, arteriosclerosis, or heart disease. It is de- 
sirable that cancer be prevented or, if not prevented, cured as 
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often as possible; but the steps to be taken in the face of our 
present scientific knowledge should be reasonable rather than 
hysterical. If periodic health examination were really of great 
value in the detection of nonaccessible cancer, many physicians 
would encourage its use to a greater extent than they do. The 
fact is that it is not. On the other hand, a periodic health ex- 
amination is worthwhile for the detection of curable forms of 
accessible cancer, and this is the main theme of much of the 
present book. After a series of chapters dealing with “the over- 
all picture,” defining cancer and discussing its causes, its diag- 
nosis, and its treatment, there are sections dealing with cancer 
of individual anatomic sites. There are excellent chapters on 
cancer quacks and cancer research. Finally, there is a chapter 
stressing the danger signals and the desirability of regular 
physical examination. The author strongly believes in self-ex- 
amination, notably of the breast in the case of women. Whether 
the amount of cancerphobia or hypochondriasis thus engendered 
will be exceeded significantly by the number of cures remains to 
be demonstrated. Nevertheless, it is a worthwhile experiment, 
provided the sense of proportion and of dignity of the populace 
is not destroyed. The text is clear, the illustrations are simple 
and understandable, and the index is good. 


Postural Back Pain. By Milton C. Cobey, M.D., F.A.C.S., Professor of 
Orthopedic Surgery, Georgetown University Medical School, Washington, 
D.C. Publication number 280, American Lecture Series, monograph in 
American Lectures in Orthopedic Surgery. Edited by Robert J, Joplin, M.D., 
Instructor in Orthopedic Surgery, Harvard Medical School, Boston. Cloth. 
$3. Pp. 78, with illustrations. Charles C Thomas, Publisher, 301-327 E. 
Lawrence Ave., Springfield, Ill; Blackwell Scientific Publications, Ltd., 
24-25 Broad St., Oxford, England: Ryerson Press, 299 Queen St., W., 
Toronto 2B, Canada. 1956, 


The diagrams in this well-written monograph are excellent, 
the printing is of good size, and the bibliography is complete. 
The diagram on page 7 showing correct and incorrect sitting 
postures appears to be labeled just the opposite from what most 
people accept as the right and wrong positions. The outline of 
the physical examination is good, and the various signs and tests 
are clearly explained. The author is to be commended on put- 
ting into such a small book the wealth of material that is 
gathered here. This would be a good book for the physician to 
have on his desk to lend to patients who have a postural back- 
ache. The patients could thus see their own condition in the 
description of the fatigued back and would then more clearly 
understand the corrective measures being used. 


Principles of Renal Physiology. By Homer W. Smith, A.B., Sc.D., M.S., 
Professor of Physiology, New York University College of Medicine, New 
York City. Cloth. $5. Pp. 237, with 24 illustrations, Oxford University 
Press, 114 Fifth Ave., New York 11, 1956. 


This excellent book provides more information than the title 
implies. It starts out with a description of the gross anatomy of 
the kidney and carries the anatomic descriptions on through 
electron microscopy. The physiology of the kidney is complete- 
ly and ably discussed. The physiological functions of the kidney 
in relation to clearance tests, acid-base equilibriums, and elec- 
trolyte influences are presented in masterful fashion. The book 
has adequate diagrams and illustrations that aid greatly in cor- 
relating pathology and clinical problems. It should be of great 
value to medical students, the practicing physician, or anyone 
who is concerned with renal physiology. 


Operative Technic in Specialty Surgery. Edited by Warren H. Cole, 
M.D., F.A.C.S., Professor of Surgery and Head of Department, University 
of Illinois College of Medicine, Chicago. With 67 contributing authors. 
Introduction by Allen O. Whipple. Second edition. Cloth. $20; with, 
Operative Technic in General Surgery, $37.50. Pp 967, with illustrations. 
Appleton-Century-Crofts, Inc., 35 W. 32nd St., New York 1, 1956, 


This excellent volume covers surgery and its specialties, with 
the exception of ophthalmology and otolaryngology. It is a second 
edition and has been extensively rewritten so that the sur- 
gical problems and the operative techniques are modern. De- 
scriptions and illustrations are excellent. The book should prove 
informative and affords an excellent reference source for gen- 


_eral-surgeons, specialists, residents, and advanced medical stu- 


dents who are interested in surgery. Its emphasis on technique 
may limit its value for other medical students. Certainly the 
volume is a valuable and up-to-date review of modern surgery. 
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QUERIES AND MINOR NOTES 


DIET FOR OVERWEIGHT MAN 


To rue Eprror:—What would be a salubrious diet for a mid- 
dle-aged male, about 8 lb. (3.6 kg.) overweight, with a 
familial history of coronary heart disease? 


Connecticut. 


Answer.—Presumably, this man is 8 lb. above average weight 
as judged by some height-weight table. Comparison of the 
weight of an individual with that given in such a table does 
not necessarily indicate degree of fatness. Bony structure and 
muscle tissue play a large role in total body weight. If this 
man is actually excessively fat, then he should lose weight: 
however, the health hazards of obesity have been demon- 
strated, from a. statistical standpoint, only when the degree 
of overweight approaches 20% above average. The daily caloric 
requirement for maintenance can be calculated if body size 
(height and weight). age, and physical activity are known. 
Reduction in this intake by 500 calories daily should result in 
the loss of about 1 tb. (0.5 kg.) of weight per week. The 
diet should include at least 1 gm. of protein for each kilogram 
of body weight and should fulfill the recommended dietary 
allowances of the National Research Council for vitamins and 
minerals. It would seem wise to limit the intake of fat, perhaps 
to about 40 gm. or less daily. Although the relationship of 
levels of cholesterol and lipoproteins in the blood to athero- 
sclerosis remains highly speculative, decreasing the fai intake 
has been shown to decrease the concentration of certain blood 
lipids. Whether such reduction will decrease the incidence 
of atherosclerosis in persons predisposed to this condition re- 
mains to be demonstrated. 


POST-TRAUMATIC AMNESIA 


To tHe Eprron:—A 52-year-old man was in an automobile 
accident in 1952 and claims to have lost his memory for a 
period of two weeks after the accident. In examining the 
patient I found that he now has left equilateral hemianopsia 
and monochromatic color blindness—red, yellow, blue. and 
white are seen as shades of black and white. Could his 
accident have caused the above symptoms? Can trauma 
cause monochromatic color blindness in males and females? 
Are there any sex-linked hereditary factors involved? 


Emanuel Stolman, M.D., Santa Cruz, Calif. 


ANswer.—Monochromatic color blindness is an extremely 
rare congenital defect and is associated in the complete form 
with decreased visual acuity and nystagmus. Cases of color 
blindness following trauma are infrequent but have been re- 
ported. Wechsler (Arch. Ophth 9 : 957-965 [June] 1933) lists 
much of the early literature. A distinction should be made 
between inability to recognize color (color agnosia) and _ in- 
ability to recall the names of colors (color aphasia). Thi. 
patient must be carefully studied before such a distinction 
can be made. 


CANCER 


To THE Eprror:—Is there any evidence that cancer developing 
in one part of the body and being completely eliminated by 
surgery will protect the patient from developing another 
primary cancer in another area of the body? 


M.D., New York. 
Answer.—There is no evidence that cancer causes immunity 
against a subsequent primary cancer, Second independent 
primaries have been reported not infrequently. 


The answers here published have been prepared by competent authori- 
ties. They do not, however, represent the opinions of any medical or other 
organization unless specifically so stated in the reply. Anonymous com- 
munications and queries on postal cards cannot be answered. Every letter 
must contain the writer’s name and address, but these will be omitted on 
request, 


POSTPARTUM PSYCHOSIS 


To rne Eprror:—A woman in her mid-30's had one normal preg- 
ancy and delivery five years ago. The postpartum period was 
not unusual. The patient did not nurse her child. Before 
uterine involution was complete, she developed a psychosis 
that made transfer to an institution necessary. After release 
there seems to have been no more trouble. Can recurrence 
of such disorder, in case of another pregnancy, be predicted? 
Is there any preventive treatment? M.D.. New York. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Ep. 


Answen.—Some degree of depression is not an unusual post- 
partum occurrence. The development of a psychosis, however, 
would indicate a measure of instability in personality organiza- 
tion that would call for evaluation in relation to possible later 
pregnancies. While recurrence of a psychotic episode in a later 
pregnancy can not be predicted, this possibility must be borne 
in mind. Appropriate protective measures would include a 
sufficiently careful psychiatric evaluation of the patient's per- 
sonality and her basic attitudes toward motherhood and of the 
considerations, in addition to the pregnancy, that would appear 


have bearing upon the precipitation of the already 


experienced psychotic episode. Such exploration, and a period 
of psychotherapy if found indicated, can be preventive with 
respect to later disturbance or might clarify possible contra- 
indication of further pregnancies. 


ANsweR.—The answer depends on several facts. Is the baby 
with the mother now? How has she responded to the baby? 
Has she had psychiatric treatment or consultation in the interim 
between the psychosis and the present? Pregnancy has nothing 
whatsoever to do with the cause of the psychosis but is merely 
the precipitating factor. Any shocking factor such as pregnancy, 
menopause, or death in the family may precipitate a latent 
psychosis. The first thing to do is to have a psychiatrist review 
the patient for signs of cure and stability. Next, if the patient 
strongly desires a baby and has done well with the first one 
since hospitalization and is adjudged well psychiatrically, give 
her an opportunity to have a baby. If, however, the desire for 
a baby is from a guilt feeling or is on religious grounds and the 
patient has not done well, she should not become pregnant. It 
she does become pregnant, she should have the reassurance 
that comes with regular psychiatric care. 


LICHEN PLANUS 

To tHe Eprror:—A 50-year-old housewife developed lichen 
planus that spread over her body very rapidly. The itching 
is so severe that she cannot sleep. There is no history of con- 
tact with chemicals or drugs or of other conditions that will 
cause itching except the aggravations and worries caused by 
domestic affairs. Blood studies and urinalysis are negative, the 
electrocardiogram is normal, and the basal metabolic rate is 
—7%. Please prescribe a treatment, especially for the itching. 
Is this condition curable? D. J. Louis, M.D., Chicago. 


Answer.—The cause of lichen planus is unknown and, there- 
fore, treatment is symptomatic and empirical. Almost all derma- 
tologists agree that psychosomatic factors are important in this 
condition; often, as in this case, it is possible to elicit a history 
of emotional trauma. The description of this patient’s course 
indicates that she probably has relatively acute generalized 
lichen planus. Bismuth, given either intramuscularly (bismuth 
subsalicylate, 1 ce. weekly for about six weeks) or by mouth 
(bismuth sodium triglycollamate, 1 to 2 tablets three times 
daily for about three to six weeks), is a time-honored empirical 
remedy for lichen planus, and it does seem to influence the 
course of the disease in a favorable manner in at least some 
cases. Local therapy should consist of soothing colloid baths, 
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such as starch baths, and an oily lotion, such as calamine lina- 
ment. If adequate sedation, frequent visits to the office with 
supportive psychotherapeutic measures, and other therapy as 
outlined above have not influenced the course of her condition, 
she should be hospitalized. For selected patients who do not 
respond to other measures, the administration of a course of 
corticotropin, hydrocortisone, cortisone, prednisone, or pred- 
nisolone is justified, providing there is no contraindication. A 
typical course of prednisolone for this condition consists of a 
dosage of 10 mg. every cight hours for two days and, if there 
has been some improvement, reduction of the dosage to about 
20 mg. daily for perhaps four or five more days and then gradual 
reduction of the dosage until administration of the hormone is 
discontinued entirely during a period of approximately 7 to 14 
additional days. The long-term systemic administration of ste- 
roids for this condition is not justified; such treatment should be 
used for not more than several weeks only as a temporary meas- 
ure in severe cases during the acute phase of the disease. The 
prognosis is better in patients with acute lichen planus than in 
those with hypertrophic lichen planus. However, often there is 
some residuum of involvement for many months, and subse- 
quent exacerbations are not uncommon. The course of the dis- 
ease varies considerably in different patients. 


MEASLES, MUMPS AND CHICKENPOX 
IN GENERAL HOSPITALS 


To tHE Eprron:—Can the spread of measles, mumps, and 
chickenpox in a children’s ward be controlled by careful 
nursing? We have a separate pediatric wing in our 200-bed 
general hospital where there are two or three “private” rooms. 
The beds and cribs in the ward are separated by low glass 
partitions. The problem of whether nursing technique can 
control the spread of contagious disease arises when a child. 
hospitalized for a serious condition (for example, mastoiditis), 
unexpectedly develops measles or chickenpox on his fourth 
or fifth hospital day. Should this child be removed from the 
pediatric unit to protect the other children? Would it be safe 
to keep him in the “cubicle,” in the private room on the 
pediatric wing, or in a private room in some adult section of 
the hospital? Eugene M. Holden, M.D., Amherst, Mass. 


Answenr.—Caretul nursing plays no role in the spread of these 
contagious diseases. It is purely a matter of exposure, and the 
exposure does not have to be direct. Cases of measles and 
chickenpox may occur on one floor of a hospital and develop 
in children on the floor above or below without known direct 
contact. In the case of measles, if all children in the wing are 
given adequate immunization with gamma globulin within five 
days of exposure no new cases should develop. This is not true 
with chickenpox and mumps. In regard to these three diseases, it 
is best to remove the cases from the hospital when the diagnosis 
is made, and in the case of measles to immunize all other chil- 
dren not definitely known to have the disease. Keeping a child 
with any of these diseases in a “cubicle” or private room is not 
adequate except in the case of measles where all the other chil- 
dren have been protected with gamma globulin. The entire 
pediatric wing becomes contaminated, in spite of careful cou- 
tagious routine. 


RIGHT-SIDED HYDROTHORKAX 
To Eprron:—Why in patients with cardiac disease is 
hydrothorax, more frequently observed on the right side 
than on the left? 
Adrian VanCaneghem, M.D., Kingston, N. Y. 


Answen.—There is no adequate explanation for the pre- 
dominance of right-sided hydrothorax in heart tailure. The 
suggestion by Baccelli in 1863 that enlargement of the right 
side of the heart compresses the major azygos vein against the 
right lung root has been rendered unlikely by the anatomic 
studies of Fetterolf and Landis (Am. J. M. Sc. 1388; 712, 1909). 
A number of other hypotheses have been proposed: 1. Hepa- 
tomegaly impairs respiratory movements of the right side of 
the chest and thereby interferes with fluid absorption trom 
the right pleural space. 2. Most patients with congestive heart 
failure lie on their right side, resulting in greater venous stasis 


J.A.M.A., July 14, 1956 


in the right lung. 3. Negative pressure in the right pleural 
cavity may be greater than in the left. None of these explana- 
tions is completely tenable under critical analysis, and the 
cause of unequal pleural effusion in heart failure remains to 


be elucidated. 


RECURRENT KIDNEY STONES 


To THE Eprror:—A patient has had about 20 kidney stones in 
the past 25 years. Ten years ago a heavy calculus began form- 
ing on his teeth. This deposit necessitates a thorough scaling 
every three months. One year ago an occlusive peripheral 
arterial disease began manifesting itscif, with cold feet and 
claudication. At present both dorsalis pedis and both pos- 
terior tibial arteries are pulseless. Is the above evidence of 
some chemical imbalance that causes this excessive precipi- 
tation of salts? Are there any suggestions for study? 


M.D., California. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Ep. 


Answer.—There is ample justification for further investiga- 
tion of the urinary tract. Stone formation may be due to ob- 
structive lesions that could be demonstrated by urography and 
possibly cystoscopy. Blood serum, calcium, and phosphorus 
determinations should be made. As a result of these combined 
studies a decision might be reached that detailed studies of the 
calcium phosphorus metabolism are in order; this would involve 
determinations of the blood serum calcium and urinary calcium 
behavior during restricted intake of calcium and after a meas- 
ured amount of calcium: was given by mouth. 


Answer.—Urinary calculi may be caused by internal meta- 
bolic processes or local conditions of the kidneys. In the pres- 
ent case those associated with high urinary calcium need 
consideration. High serum calcium levels occur with renal 
stones in hyperparathyroidism, overdosage of vitamin D, and 
decalcification of immobilized bones. Urinary calculi without 
high serum calcium levels occur in renal tubular acidosis. 
Stasis, inhammatory reactions, and bacterial infections forming 
NH.° from urea promote the formation of deposits containing 
apatite types of crystals. Deposits of calculi on the teeth are 
considered to depend on the type of bacterial flora surrounding 
the teeth. While the characteristics of the saliva as well as the 
diet probably determine the flora, and it is conceivable that 
calcium and other substances in saliva vary and promote de- 
posits on the teeth, few data are available supporting this 
hypothesis. It is likely that calcification of the arteries is chiefly 
dependent on local processes in the arteries. It is difficult to 
connect the three processes in this case. Formation of apatite 
crystals requires an alkaline reaction and suitable concentrations 
of calcium and phosphorus. Measurements of these factors in 
urine and saliva and perhaps the serum might throw light on 
the case. 


MIGRATORY TESTIS 


To THe Eprron:—What is the proper management of a migra- 
tory testis in a boy 8 years old? He has a hernia on 
the same side, though it has not been noticeable to the par- 
ents in the last year and cannot be detected on physical 
examination now. The testis has not been in the scrotum 
in the last year and is not in the inguinal canal or any pal- 
pable ectopic position. The other testis has always been 
normally situated im the scrotum. 


Glenn E. Roark, M.D., Dierks, Ark. 


Answer.—Variation of opinion still exists regarding man- 
agement of this condition. However, the present trend of 
therapy is away from the use of hormones and toward a direct 
surgical approach, since, in about 80% of undescended testes, 
particularly those associated with hernias, orchidopexy is 
necessary to effect a cure. [f a trial of therapy with chorionic 
gonadotropin is desired, one should administer 1,000-2,000 
international units intramuscularly three times weekly for a 
period of six to eight weeks. Lesser dosages are usually in- 
adequate and may be responsible for some therapeutic failures. 
It descent does not occur, prompt surgical interruption is 
recommended. 


| 
| 
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CALCIUM AND PHOSPHORUS IN PREGNANCY 


To THe Eprror:—For the past six months physicians have been 
bombarded by drug companies detailing the advantages of 
phosphorus-free calcium, which is supposed to be important 
or the elimination of leg cramps in pregnancy. Now another 
company has come out with data showing just the opposite 
picture. They are describing a calcium § glycerophosphate 
preparation that they say is more soluble in the alkaline pH 
of the small intestine and hence is more absorbable. They 
also state that phosphorus improves the utilization of calcium. 
Still another company is describing calcium from an oyster 
shell source as if that was an advantage. 1 would like answers 
on the following questions: 1. Should 1 give patients a cal- 
cium-phosphorous or a calcium preparation free of phos- 
phorus? 2. What are the relative merits of the glycerophos- 
phate, phosphate, lactate, and gluconate forms of calcium? 


James W. Davis, M.D., Leonard, Texas. 


ANsWER.—In most cases it seems advisable not to administer 
phosphorus-free calcium, since either calcium or phosphorus, 
when fed in excess, causes an increased excretion of the other 
element, This is especially important in pregnancy, in which 
there is an increased need for both calcium and phosphorus. 
The need for these elements usually can be met by inclusion in 
the daily diet of foods containing a high percentage of these 
nutrients. The recommended daily dietary allowance (Food 
and Nutrition Board, National Research Council) of calcium 
tor the pregnant woman is 1.5 gm., and the allowance of phos- 
phorus should be at least equal to that of calcium. One quart 
of milk supplies 1.15 gm. of calcium and 0.908 gm. of phos- 
phorus. [ff it is impossible for a patient to consume milk, cal- 
cium can be obtained from hard cheeses; green, leafy vegetables; 
or by the oral administration of dibasic or tribasic calcium 
phosphate, 1 gm. three times daily. as a dietary supplement. 
There is not sufficient evidence to determine conclusively the 
relative merits of various orally administered forms of calcium. 
In general, water-soluble and insoluble salts of calcium are con- 
sidered suitable for oral administration in calcium deficiency, 
although calcium chloride produces more gastric irritation than 
other soluble salts. The availability of ingested calcium and 
phosphate is decreased by conditions in the gastrointestinal 
tract that tend to precipitate them and favored by those that 
keep them in solution. The phosphate compounds of calcium 
mentioned above have the advantage of supplying both phos- 
phorus and calcium, Calcium gluconate and calcium lactate 
are more soluble sources of calcium. Practically, the form and 
solubility of calcium employed makes little difference in_ its 
availability, except at critical levels of vitamin D intake. Calcium 
glycerophosphate would not be regarded as a superior source 
of calcium and phosphorus but may be less susceptible to pre- 
cipitation in the intestine. The superiority of calcium from 
oyster shells, which would be largely calcium carbonate, has 
not been demonstrated. 


CRYPTOCOCCUS NEOFORMANS 
To tHe Epiror:—What is the reservoir or means of spread of 
Cryptococcus neoformans? Could a road worker in forested 
section have contracted it from the outdoor environment to 
which he was exposed? The patient is a 30-year-old male 
with arrested tuberculosis who had a normal chest x-ray be- 
fore the above employment. After seven months of work a 
cavitary lesion of the right apex was resected and on culture 
and pathological examination was found to be not reactivated 
tuberculosis but C, neoformans M.D., Mississippi. 
Answer.—Cryptococcus neotormans is generally distributed 
in nature throughout the world. It has been isolated repeatedly 
from soil and is particularly prevalent in pigeon lofts, where it 
can be isolated from manure in a high percentage of cultures. 
From its natural reservoir in soil the fungus infects man and a 
variety of animals by the pulmonary route, The disease is not 
transmitted from man to man or from animal to man. Because 
of the widespread occurrence of C. neoformans in soil, it would 
be impossible or indeed very difficult to prove the source of 
infection in this patient. Infection could have occurred at home 
as well as it could have occurred on the job. 


QUERIES AND MINOR NOTES 1117 


GAS GANGRENE 


To rue Eptror:—I recently performed an autopsy on a 7-year- 
old girl who had been ill for 20 hours before death with vague 
abdominal discomfort. At autopsy she had gas bubbles in the 
retroperitoneal area, the lower abdominal muscles, upper 
thigh, and diaphragm, with a fibrinous peritonitis. There was 
no intestinal obstruction. There were two areas of gangrene 
of the small intestine, each about 4 by 2 cm. The lymph nodes 
in the pelvic area showed necrosis, hemorrhage, and gas 
bubbles microscopically. Aerobic and anaerobic blood cultures 
tailed to grow, and the stool cultures were negative for path- 
ogens. Direct culture of the gangrenous areas was not done. 
I would appreciate information on the etiology and the path. 
ogenesis of gas gangrene without antecedent trauma, 

R. H. Chappell, M.D., Texarkana, Arkansas, Texas. 

ANswern.—With reterence to the case under review, it 1s 
thought that in the absence of intravital signs characteristic of 
gas gangrene a definite diagnosis cannot be established unless 
the characteristic sigus of gas gangrene are tound on histological 
examination of striated muscle, in this case especially the mus- 
cles of the thigh. These signs are edema, inflammation. and the 
peculiar necrosis of muscle associated with separation of the 
sarcolemma. Presence of clostridia alone is not a diagnostic 
sign, as widespread agonal and postmortem invasion by these 
organisms tends to occur and may be conspicuous in a patient 
already afflicted with peritonitis, For the same reason changes 
in the pelvic lymph nodes must be regarded with caution. For 
the reasons stated. the diagnosis of gas gangrene in this case 
remains conjectural unless confirmed by histological examination 
of muscle. This patient showed evidence of intestinal ulceration 
complicated by peritonitis; clostridia normally inhabitating the 
lumen of the intestine may have become active in the necrotic 
tissue provided by the ulceration, and gas gangrene may have 
superimposed itself on a preexisting infection. No reference to 
instances of intestinal ulceration caused by the organisms of gas 
gangrene was found in the literature, and there is much doubt 

that ulceration primarily caused by these organisms occurs. A 

further study of the intestinal lesions may assist in ascertaining 

the basic etiology of this case. 


SCARLET FEVER 


To THE Epirron:—What quarantine regulations are necessary in 
scarlet fever? Is it contagious in a patient after 24 to 48 
hours of penicillin therapy given intramuscularly? If so, is 
isolation necessary longer than this? How long should one 
keep a patient with mild scarlet fever in bed and how long 
out of school? If other children in the home are given 
prophylactic penicillin, need they be kept out of school for 
any period of time? Please outline the antibiotic program 
you would recommend for a patient with a mild attack of 
scarlet fever. Ronald O. Germain, M.D., Cincinnati. 


ANSWER.—Quarantine of premises for scarlet fever is no 
longer required; however, isolation of the patient and concurrent 
disintection of nose and throat secretions and all objects that 
have been in contact with the patient are necessary. The Amer- 
ican Public Health Association states that a patient with an 
uncomplicated case of scarlet fever should be isolated until 
clinically well and that the minimum period should be seven 
days from the onset. Terminal disinfection is required. Treat- 
ment of patients with scarlet fever with penicillin for 24 to 48 
hours is likely to be effective in eradicating streptococci. Ex- 
cellent results from a single injection of 600,000 units intra- 
muscularly of benzathine penicillin G have been reported by 
Brooks and Moe (J.A.M.A. 160:162-165 [Jan. 21] 1956). Re- 
gardless of the mild nature of scarlet fever at the present time, 
bed rest is advisable for a minimum of one week. In some 
states no restrictions are placed on contacts. The regulations 
enforced may be governed by local health officers. Neverthe- 
less, it would be a good precautionary measure to obtain nose 
and throat cultures from contacts and patients who have recov- 
ered from scarlet fever before allowing attendance at school. 
Three days of treatment with penicillin should be sufficient for 
most patients with scarlet fever. Many of the cases are so mild 
that the majority of the patients would probably make good 
recoveries without any medication. 
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UNSATURATED FATS IN CORONARY DISEASE 

To rue Eprror:—Please discuss the importance of saturated as 
opposed to unsaturated fats in coronary heart disease. What 
isa good diet? —_ Edward H. Meisel, M.D., Midland, Mich. 


Answer.—Recent research results seem to indicate that un- 
saturated fats tend to decrease serum total cholesterol levels 
and serum §-lipoproteins. As a decrease in these lipid fractions 
in atherosclerotic coronary heart disease is desirable, the use of 
long-chain unsaturated fats may prove beneficial. However, 
these are preliminary results, which await confirmation and 
experimental proof. A good diet is well balanced in essential 
nutrients, including amino acids, vitamins, and minerals. The 
present- -day American diet is often excessive in calories. fats. 
and “empty” calories, i.e. calories from foods high in energy 
content, such as table sugar, but low in specific nutrients. Hence, 
our diet not infrequently tends to be inadequate, absolutely or 
relatively, in essential nutrients. The need is to correct this tend- 
ency toward a rich, unbalanced diet. This could be accomplished 
by increased intake of fresh and cooked fruits. vegetables, 
whole grain products, and lean meats, coupled with decreased 
ingestion ot fats in such forms as gravies, sauces, fried foods, 
and desserts. Such a moderate adjustment of the American diet 
is not all unpalatable and would painlessly cut down on ebesity- 
producing calories. It would reduce the level of tat intake from 
its present high of 40 to 60% of all calories to a reasonable 25 to 
30%. Almost certainly, this alone would contribute significantly 
to reducing the high incidence of clinical coronary atheroscle- 
rosis of middle-aged Americans. 


SULFUR AND MOLASSES 


To tHE Eprron:—Not infrequently older men and women 
complain of having “thick blood.” Can you advise me under 
which clinical or laboratory heading this condition belongs? 
These people often say they are going to take sulfur and 
molasses for a spring cleaning-out and that this will take 
care of their troubles. M.D.. New York. 


Answer.—The term “thick blood”, used in the lay sense, 
often refers to a group of symptoms that may have no relation 
to the concentration of the blood or its component elements. 
True polyglobulism, as found in polycythemia vera or sec- 
ondary polycythemia, may be determined by a high red blood 
cell count associated with a high hematocrit value for the cor- 
puscles, The total volume of the blood may be increased. Evi- 
dence of seasonal polycythemia is not conclusive. While the 
viscosity of the blood is most closely related to the number of 
corpuscles, other factors may be an increase in carbon dioxide 
or protein. The colloidal state of constituents of the plasma 
and the degree of rouleau formation may change the viscosity. 
If the symptom group is helped by sulfur and molasses, it is not 
likely that polyglobulism is the cause, as diarrhea would tend 
to further concentrate the blood, at least temporarily. 


REMOVAL OF CERUMEN 


To rHe Eprror:—I/s irrigation with any solution recommended, 
especially soda solutions, for the removal of cerumen? Here 
the otologists use glycerin of phenol. 


George ]. Korby, M.D., San Francisco. 


Answer.—Some otologists use favorite solutions, including 
sodium bicarbonate and glycerin, for the removal of cerumen 
by means of irrigation, but, as a rule, ordinary warm water is 
effective. 


DISSEMINATED SCLEROSIS 


To THe Eprron:—What treatment is satisfactory for an acute 
exacerbation of disseminated sclerosis? 


Joseph V. Waitkunas, M.D., Woodhull, Il. 


Answer.—There is no specific satisfactory treatment for an 
acute exacerbation of multiple (disseminated) sclerosis. The 
following general measures are recommended: 1. Insure ade- 
quate nutrition by supplying well-balanced, easily digested 
meals, with a proper vitamin intake. Supplementary vitamins 
may be added if desired. 2. Provide proper hygienic care if the 
patient is unable to manage the activities necessary for self- 
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care, such as bathing, shaving, brushing teeth, and toilet care. 
3. Maintain muscle tone and integrity by active exercises if the 
patient is able to perform them or by passive exercises and 
massage within the patient’s ability to cooperate. 4. Provide 
general medical control of concomitant medical complications 
as they occur. 5. Provide psychotherapy to maintain patient's 
morale, The National Multiple Sclerosis Society, 270 Park Ave.. 
New York, has brochures, written for the physician, dealing 
with the problems of exercise, rehabilitation, and psychotherapy. 


ASTHENIA FOLLOWING INFLUENZA 


To tHe Eprror:—What is the cause and treatment of the oa 


asthenia that so frequently follows an mfluenzal attack? 
Edward Dengrove, M.D., Asbury Park, N. J. 


Answen,.—Asthenia following influenza is due to (1) the toxic 
action of the virus of influenza and (2) secondary bacterial in- 
fections. The latter are more properly regarded as complications 
and should be treated with the appropriate antimicrobial agents 
after a bacteriological diagnosis is established. The primary 
toxic manifestations of influenza resemble those caused by the 
gram-negative endotoxins: (1) fever, (2) leukopenia, and (3) 
impaired phagocytic activity of the reticuloendothclial system 
and a series of profound, endocrine-mediated stress responses 
associated with the leukopenia and fever but also characterized 
by increased protein breakdown and other metabolic changes. 
There is no specific treatment. Supportive therapy with adequate 
nutrition, including a high-protein diet, and rest followed by 
graded exercise is ordinarily sufficient. 


FOREIGN PROTEIN THERAPY HAZARDS 

FOLLOWING CORTICOSTEROID THERAPY 

To tHe Eprror:—Please advise concerning the use of foreign 
protein therapy in the form of typhoid vaccine intravenously 
in patients who have recently received corticosteroid therapy 
(prednisone) orally for uveitis. Does it involve any specific or 
additional hazards? 

Y. A. Staton, M.D.. West Palm Beach, Fla. 


Answen.—Adrenalectomized animals are extremely sensitive 
to the noxious effects of bacterial products such as typhoid 
vaccine and are killed by doses that are much too small to 
have any action in the intact animal. The corticosteroids in- 
duce an atrophy and depression of function in the adrenal 
cortex with transient effects that are similar to those of hypo- 
adrenia. It is possible that in such a patient the adrenocortical 
function would be inadequate to withstand the str ss of foreign 
protein therapy. Fever therapy and the like are thus contraindi- 
cated during the period immediately after cessation of corti- 
costeroid therapy. 


REMOVAL OF COMEDOS 


To rue Evrror:—Kindly advise me as to the best method of 
removing comedos of long-standing, located in the conchae 
of both ears, in a teen-age boy. 


R. M. Gillman, M.D., Chicago. 


Answer.—The comedos are best removed with a good 
comedo extractor that can be obtained from a medical supply 
house. To facilitate the removal, warm compresses might: be 
applied to the area nightly for 15 minutes and again just before 
reporting to the office. Sometimes, the same loosening cftect 
can be obtained from the application of a petrolatum dressing. 


GARDENING AND OBSTETRICS 
To THE Eprror:—I would like an opinion regarding an obstetri- 
cian indulging in the hobby of gardening in a greenhouse. 
Would the handling of dirt and fertilizers be a serious threat 
to patients if ordinary precautions of cleanliness such as 
scrubbing prior to deliveries were carried out? 
M.D., Missouri. 


Answer.—There can be no serious hazard in an obstetrician 


gardening. He should change his clothes and shoes when he is | 
called to the hospital, as well as exercising the usual precautions 
in scrubbing for deliveries. Perhaps if he wears gloves in the | 


greenhouse his hands and fingernails would be less con- | 


taminated. 


